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ISOTHIAZOLOPYRIMIDINONES,
PYRAZOLOPYRIMIDINONES, AND
PYRROLOPYRIMIDINONES AS

UBIQUITIN-SPECIFIC PROTEASE 7
INHIBITORS

RELATED APPLICATIONS

This application 1s a continuation of U.S. non-provisional
application Ser. No. 15/015,566, filed Feb. 4, 2016 (now

U.S. Pat. No. 9,938,300), which claims the benefit of and
priority to U.S. provisional application No. 62/112,540, filed

Feb. 5, 2015, the entire contents of each of which are
incorporated herein by reference 1n 1ts entirety.

FIELD OF DISCLOSURE

The present disclosure 1s directed to mhibitors of ubig-
uitin-specific protease 7 (USP7) useful 1n the treatment of
diseases or disorders associated with USP7 enzymes. Spe-
cifically, the disclosure i1s concerned with compounds and
compositions inhibiting USP7, methods of treating diseases
or disorders associated with USP7/, and methods of synthesis
of these compounds.

BACKGROUND OF THE DISCLOSURE

Ubiquitination 1s a post translational modification mitially
identified as a crucial component of proteasomal degrada-
tion 1n the ubiquitin proteasome system (UPS). Chains of
Ubiquitin (Ub(s)), an 8.5 kDa highly conserved protein, are
covalently attached to substrates to be degraded in the
proteasome. (Finley D. “Recognition and processing of
ubiquitin-protein conjugates by the proteasome.” Annual
review of biochemistry 78:477-513, (2009)) The molecular
mechanisms by which the UPS acts are also varied, with
different chain linkages of ubiquitination controlling protein
turnover, enzymatic activity, subcellular localization, and
protein-protein interactions of substrate proteins. (Ko-
mander D., et. al. “The emerging complexity of protein
ubiquitination,” Biochem. Soc. Tramns. 37 (Pt 5):937-53
(2009))

Ubiquitin-specific protease 7 (USP7) 1s a Ubiquitin Spe-
cific Protease (USP) family deubiquitinase (DUB) that was
originally identified as an enzyme that interacted with
virally-encoded proteins of the Herpes simplex virus and
later the Epstein-Barr virus. (Everett R. D., Meredith M., Orr
A., Cross A, Kathoria M., Parkinson 1. “A novel ub1qu1t111—
spemﬁc protease 1s dynam1cally associated with the PML
nuclear domain and binds to a herpes virus regulatory
protein,” EMBO J. 16(7):1519-30 (1997); Holowaty M. N.,
Zeghout M., Wu H., et al. “Protein profiling with Epstein-
Barr nuclear antigen-1 reveals an interaction with the her-
pesvirus-associated ubiquitin-specific protease HAUSP/
USP7, " J. Biol. Chem. 278(32):29987-94 (2003)) Ubiquitin
Specific Proteases (USPs) specifically cleave the 1sopeptide
bond at the carboxy terminus of ubiquitin. In contrast to
other DUB classes, which are thought to generally regulate
ubiquitin homeostasis or to be involved 1n pre-processing of
linear ubiquitin chains, USPs remove ubiquitin from specific
targets. Given this substrate specificity combined with the
numerous roles ubiquitination has in the cell, USPs are
important regulators of a multitude of pathways, ranging
from preventing the proteolysis of ubquitinated substrates,
to controlling their nuclear localization.

USP7 deubiquitinates a variety of cellular targets
involved 1n different processes related to cancer and metas-
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tasis, neurodegenerative diseases, immunological disorders,
osteoporosis, arthritis inflammatory disorders, cardiovascus-
lar diseases, 1schemic diseases, viral infections and diseases,
and bacterial infections and diseases.

For example, USP7 has been shown to stabilize DNMT],
a DNA methyltransferase that maintain epigenetic silencing,
to maintain higher steady state-levels of Claspin, a protein
involved 1n ataxia telangiectasia and Rad3-related (ATR)
phosphorylation of Chkl, and to regulate Tip60 protein
levels, a histone acetyltransierase and transcriptional
coregulator involved 1n adipogenesis. (Zhanwen du, Song 1.,
Wang Y., et al. “DNMT1 stability 1s regulated by proteins
coordinating deubiquitination and acetylation-driven ubig-
uitination,” Science Signaling 3(146) (2010); Faustrup H.,
Bekker-Jensen S., Bartek J., Lukas J., Mail N., Mailand N.
“USP7 counteracts SCFbetaTrCP—but not APCCdhl-me-
diated proteolysis of Claspin,” The Journal of cell biology
184(1):13-9 (2009); Gao Y., Koppen A., Rakhsh M., et al.
“Farly adipogenesis 1s regulated through USP7/-mediated
deubiquitination of the histone acetyltransferase TIP60,
Nature Communications 4:2656 (2013)

In addition to regulating the protein stability of poly-
ubiquitinated targets, USP/ also acts to control the subcel-
lular localization of proteins. Mono-ubiquitination of PTEN
has been shown to eflect 1ts cytoplasmic/nuclear partition-
ing, where nuclear localization of PTEN 1s important for 1ts
tumor suppression activity. (Trotman L. C., Wang X., Ali-
monti A., et al. “Ubiquitination regulates PTEN nuclear
import and tumor suppression,” Cell 128(1):141-56 (2007);
Song M. S., Salmena L., Carracedo A., et al. “The deubiqg-
uitinylation and localization of PTEN are regulated by a
HAUSP-PML network,” Nature 455(7214):813-7 (2008))
USP7 has also been shown to bind and deubiquitinate
FOX0O4, a member of the FOXO subfamily of transcription
factors mvolved 1 a variety of cell processes including
metabolism, cell cycle regulation apoptosis, and response to
oxidative stress, decreasing 1ts nuclear localization and
transcriptional activity. (van der Horst A., van der Horst O.,
de Vries-Smits A. M. M., et al. “FOXO4 transcriptional
activity 1s regulated by monoublqumnatlon and USP7/
HAUSP,” Nat. Cell Biol. 8(10):1064-73 (2006))

Cellular targets of USP7 also include the tumor suppres-
sor pS3 and i1ts major E3 ligase, MDM2, stabilizing p353 via
the degradation of MDM2. (L1 M., Chen D., Shiloh A., et al.
“Deubiquitination of p53 by HAUSP 1s an important path-
way for p53 stabilization,” Nature 416(6881):648-53
(2002); L1 M., Brooks C. L., Kon N., Gu W. “A dynamic role
of HAUSP 1n the p53-Mdm2 pathway,” Mol. Cell. 13(6):
879-86 (2004)) Structural studies have also shown that the
EBNAI1 protein encoded by the Epstein-Barr virus interacts
at the same binding surface as USP7 on p53, preventing
USP7 endogenous cellular activity while recruiting USP7 to
viral promoters 1n order to activate latent viral gene expres-
sion. (Saridakis V., et al. “Structure of the p33 binding
domain of HAUSP/USP7 bound to Epstemn-Barr nuclear
antigen 1 implications for EBV-mediated immortalization,”
Mol. Cell. 18(1):25-36 (2005); Sarkan1 F., Sanchez-Alcaraz
T., Wang S., Holowaty M. N., Sheng Y., Frappier L.
“EBNAI medlated recruitment of a histone H2 3 deubiqui-
tylating complex to the Epstein-Barr virus latent origin of
DNA replication,” PLoS pathogens 5(10) (2009); Sheng Y.,
et al. “Molecular recognition of p53 and MDM?2 by USP7/
HAUSP,” Nat. Struct. Mol. Biol 13(3):285-91 (2006)) Simi-
larly, the gene product of TSPYL5, a gene frequently
amplified 1n breast cancer and assocm‘[ed with poor clinical
outcome, alters the ubiquitination status of p33 wvia 1ts

interaction with USP7. (Epping M. T., et al. “TSPYL5
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suppresses pS3 levels and function by physical interaction
with USP7 * Nat. Cell Biol 13(1):102-8 (2011))

Inhibition of USP7 with small molecule 1nhibitors there-
fore has the potential to be a treatment for cancers and other
disorders. For this reason, there remains a considerable need °
for novel and potent small molecule inhibitors of USP7.

SUMMARY OF THE DISCLOSURE

A first aspect of the disclosure relates to compounds of 1"

Formula (I):

(D

15
X2
/
X3
N\
20
Ry
and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof, o

wherein:

X, 1s C, S, or S(O);

X, 18 S or NR,;

X5 1s N or CR,, wherein, one of X, or X; 1s N;

R, 1s H, OH, SH, NH,, or F; 30

R, 15 (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C;-C)
cycloalkyl, heterocycloalkyl, —NR,,R;;, or —OR,,.
wherein the alkyl, aryl, heteroaryl, cycloalkyl, and
heterocycloalkyl are optionally substituted with one or
more Rg;

cach R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C,-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C5-Cy)
cycloalkyl optionally substituted with one or more R 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi- 45
tuted with one or more R 4; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R,4; 50

or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
Ris;

R, 1s H, (C,-C,) alkyl, (C,-C, ,) aryl, heteroaryl, (C-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl, 55
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R. and R., are independently H, D, (C,-C,) alkyl, (C,-C)
alkenyl, (C,-C,) alkynyl, (C,-C;) alkoxy, (C,-C,)
haloalkyl, (C,-C;) haloalkoxy, halogen, or CN; 60

R, 1s H, (C,-C,) alkyl, (C,-C,) alkenyl, (C,-C;) alkynyl,
or (C,-C,) haloalkyl;

R, 1s H, D, (C,-C,) alkyl, halogen, (C,-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl, and 65
heterocycloalkyl are optionally substituted with one or
more R, ,;
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40
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cach Ry 1s mdependently D, (C,-C,) alkyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C) haloalkoxy, halo-
gen, CN, —(C,-Cy)-alkylene-O—(C,-C,) alkyl,

—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
croaryl, (C,-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-arvyl, —(C,-C,)-alkylene-O-het-
croaryl, O—(C,-Cy)cycloalkyl, S-heteroaryl,
—C(O)R s, —CO(O)R s, —C(O)NR 4R,
— (O)gRl 93 — (O)Q’NR]_ 9R20ﬂ —NRl QS (O)ngﬂ ’
—(C,-C5)-alkylene-NR, o R, —NR,,C(O)R,,,

—NR, ,C(O)C(O)R,5, —NR ,C(O)NR gR,,, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two R, together when on adjacent atoms form a (C,-C,)
cycloalkyl optionally substituted with one or more Ro;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;

cach R, 1s mndependently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
C) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-
eroaryl, —NH,, —OH, —C(O)R,,, —C(O)NR, R,
—NR,,C(O)R,,, —NR,,R,5, —5(0), R,
—S(0),NR;,R,,, —NR,,5(0) R,,, oxo, —P(O)((C, -
C,) alkyl),, —P(O)(aryl),, —Si1Me,, —SF., —O-aryl,
CN, or —O-heteroaryl, wherein alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C,-C, )
aryl, heteroaryl, (C.-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

cach R,, 1s independently D, (C,-C,) alkyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)
alkylamino, (C,-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
croaryl, O-heterocycloalkyl, —O—(C,-C,)cy-
cloalkyl, —C(O)O(C,-C;) alkyl, —C(O)NR,:R,.,
—5(0), NR,5R,5, —NR,5R,6, —NR,5C(O)NR R o6,
—NR,5C(0)OR,6,  —NR,55(0), Ry, —NR,5C(0)
R, halogen, —P(O)((C,-Cy) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, together when on adjacent atoms form a (C5-Cy)
cycloalkyl optionally substituted with one or more R, ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, , together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, ;; or two R, , together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R, ; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
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—C(O)(C,-Cy) alkyl, —5(0),(C,-Cy) alkyl, —NH.,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C,-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C,-Cy)cycloalkyl, —OH, or CN, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, CN,
—C(O)(C,-Cy) alkyl, —5(0),(C,-Cy) alkyl, —NH,,
—OH, (C,-C,) alkylamino, di{C,-C,) alkylamino, (C-
C,.) aryl, heteroaryl, (C-C,) cycloalkyl, or heterocy-
cloalkyl, wherein in the alkyl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R .;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O)_(C,-Cs) alkyl, —NH.,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

each R, . 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cs) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (C--
Cs) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R~ 1s independently (C,-C,) alkyl, (C,-C;) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,; 1s mdependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —OH, —NH,, or CN;

cach R,;, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
eroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,;;

cach R,; and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,; 1s idependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, or CN;

each R,, 1s independently at each occurrence (C,-C;)

alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —NR,.C(OR,,, —NR,-
S(O)ngﬁa 4C(O)R25: —C(O)NstRzﬁa NR25R26ﬂ
—S(0),Rzs,  —S(O),NR;R,,  —P(O)(C,-Co)

alkyl),, —P(O)(aryl),, —SiMe,, —SF5, —OH, or CN;
cach R, and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (Cs-Cy) cycloalkyl, or heterocy-
cloalkyl;
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cach R,- 1s mdependently at each occurrence (C,-C,)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cs) alkyl, —S(O),
(C,-Cy) alkyl, —NH,, (C,-C,) alkylamino, di(C,-C)
alkylamino, —OH, or CN;

mi1s 0, 1, 2, 3, or 4;

nis 0,1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.

Another aspect of the disclosure relates to a method of
treating a disease or disorder associated with modulation of
USP7/. The method comprises administering to a patient in
need of a treatment for diseases or disorders associated with
modulation of USP7/ an eflective amount of a compound of
Formula (I), or a pharmaceutically acceptable salt, hydrate,
solvate, prodrug, stereoisomer, or tautomer thereof.

Another aspect of the disclosure 1s directed to a method of
inhibiting USP7. The method mvolves administering to a
patient in need thereof an eflective amount of a compound
of Formula (I), or a pharmaceutically acceptable salt,
hydrate, solvate, prodrug, stereoisomer, or tautomer thereof.

Another aspect of the disclosure relates to a method of
treating cancer. The method comprises administering to a
patient 1n need thereof an eflective amount of a compound
of Formula (I), or a pharmaceutically acceptable sallt,
hydrate, solvate, prodrug, stereoisomer, or tautomer thereof.

Another aspect of the disclosure relates to a method of
treating a neurodegenerative disease. The method comprises
administering to a patient in need thereof an eflective
amount ol a compound of Formula (I), or a pharmaceutically
acceptable salt, hydrate, solvate, prodrug, stereoisomer, or
tautomer thereof.

Another aspect of the disclosure relates to a method of
treating a viral infection or disease. The method comprises
administering to a patient in need thereof an eflective
amount of a compound of Formula (I), or a pharmaceutically
acceptable salt, hydrate, solvate, prodrug, stereoisomer, or
tautomer thereof.

Another aspect of the disclosure relates to a method of
treating an intflammatory disease or condition. The method
comprises administering to a patient 1n need thereof an
cllective amount of a compound of Formula (I), or a
pharmaceutically acceptable salt, hydrate, solvate, prodrug,
stereo1somer, or tautomer thereof.

Another aspect of the disclosure relates to a method of
inducing cell cycle arrest, apoptosis 1n tumor cells and/or
enhanced tumor-specific T-cell immunity. The method com-
prises contacting the cells with an effective amount of a
compound of Formula (I), or a pharmaceutically acceptable
salt, hydrate, solvate, prodrug, stereoisomer, or tautomer
thereof.

Another aspect of the disclosure i1s directed to pharma-
ceutical compositions comprising a compound of Formula
(I), or a pharmaceutically acceptable salt, hydrate, solvate,
prodrug, stereoisomer, or tautomer thereof and a pharma-
ceutically acceptable carrier. The pharmaceutical acceptable
carrier may further include an excipient, diluent, or surfac-
tant.

Another aspect of the present disclosure relates to a
compound of Formula (I), or a pharmaceutically acceptable
salt, hydrate, solvate, prodrug, sterecoisomer, or tautomer
thereof, for use in the manufacture of a medicament for
treating a disease associated with inhibiting USP7.

Another aspect of the present disclosure relates to the use
of a compound of Formula (I), or a pharmaceutically accept-
able salt, hydrate, solvate, prodrug, stereoisomer, or tau-
tomer thereof, 1n the treatment of a disease associated with

inhibiting USP7.
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The present disclosure further provides methods of treat-
ing a disease or disorder associated with modulation of
USP7 including, cancer and metastasis, neurodegenerative
1seases, immunological disorders, diabetes, bone and joint
1seases, osteoporosis, arthritis inflammatory disorders, car-
10vascular diseases, 1schemic diseases, viral infections and
1seases, viral infectivity and/or latency, and bacterial infec-
tions and diseases, comprising administering to a patient
sullering from at least one of said diseases or disorder a
compound of Formula (I), or a pharmaceutically acceptable
salt, hydrate, solvate, prodrug, sterecoisomer, or tautomer
thereof.

The present disclosure provides inhibitors of USP7 that
are therapeutic agents in the treatment of diseases such as
cancer and metastasis, neurodegenerative diseases, 1mmu-
nological disorders, diabetes, bone and joint diseases, osteo-
porosis, arthritis inflammatory disorders, cardiovascular dis-
eases, 1Ischemic diseases, viral infections and diseases, viral
infectivity and/or latency, and bacterial infections and dis-
€ases.

The present disclosure further provides compounds and
compositions with an improved eflicacy and safety profile
relative to known USP7 inhibitors. The present disclosure
also provides agents with novel mechamisms of action
toward USP7 enzymes 1n the treatment of various types of
diseases including cancer and metastasis, neurodegenerative
diseases, immunological disorders, diabetes, bone and joint
diseases, osteoporosis, arthritis inflammatory disorders, car-
C
C

C
C
C
C

1ovascular diseases, 1schemic diseases, viral infections and
1seases, viral infectivity and/or latency, and bacterial infec-
tions and diseases. Ultimately the present disclosure pro-
vides the medical community with a novel pharmacological
strategy for the treatment of diseases and disorders associ-
ated with USP7 enzymes.

DETAILED DESCRIPTION OF TH.
DISCLOSURE

(L]

The present disclosure relates to compounds and compo-
sitions that are capable of inhibiting the activity USP7. The
disclosure features methods of treating, preventing or ame-
liorating a disease or disorder in which USP7 plays a role by
administering to a patient 1n need thereof a therapeutically
cellective amount of a compound of Formula (I), or a
pharmaceutically acceptable salt, hydrate, solvate, prodrug,
stereoisomer, or tautomer thereof. The methods of the pres-
ent disclosure can be used in the treatment of a variety of
USP7 dependent diseases and disorders by inhibiting the
activity of USP7 enzymes. Inhibition of USP7 provides a
novel approach to the treatment, prevention, or amelioration
of diseases including, but not limited to, cancer and metas-
tasis, neurodegenerative diseases, immunological disorders,
osteoporosis, arthritis inflammatory disorders, cardiovascu-
lar diseases, 1schemic diseases, viral infections and diseases,
and bacterial infections and diseases.

In a first aspect of the disclosure, the compounds of
Formula (I) are described:
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and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,
wheremn R, R,, R;, R, R, R, X, X,, X5, m, and n
are as described herein above.

The details of the disclosure are set forth in the accom-
panying description below. Although methods and materials
similar or equivalent to those described herein can be used
in the practice or testing of the present disclosure, 1llustrative
methods and materials are now described. Other features,
objects, and advantages of the disclosure will be apparent
from the description and from the claims. In the specification
and the appended claims, the singular forms also include the
plural unless the context clearly dictates otherwise. Unless
defined otherwise, all technical and scientific terms used
herein have the same meaning as commonly understood by
one of ordinary skill in the art to which this disclosure
belongs. All patents and publications cited 1n this specifi-
cation are mncorporated herein by reference in their entire-
ties.

Definitions

The articles “a” and “an” are used 1n this disclosure to
refer to one or more than one (e.g., to at least one) of the
grammatical object of the article. By way of example, “an
clement” means one element or more than one element.

The term “and/or” 1s used in this disclosure to mean either
“and” or “or” unless 1indicated otherwise.

The term “optionally substituted” 1s understood to mean
that a given chemical moiety (e.g., an alkyl group) can (but
1s not required to) be bonded other substituents (e.g., het-
croatoms). For instance, an alkyl group that 1s optionally
substituted can be a fully saturated alkyl chain (e.g., a pure
hydrocarbon). Alternatively, the same optionally substituted
alkyl group can have substituents diflerent from hydrogen.
For mstance, 1t can, at any point along the chain be bounded
to a halogen atom, a hydroxyl group, or any other substituent
described heremn. Thus the term “optionally substituted”
means that a given chemical moiety has the potential to
contain other functional groups, but does not necessarily
have any further functional groups. Suitable substituents
used 1n the optional substitution of the described groups
include, without limitation, halogen, oxo, —OH, —CN,
—COOH, —CH,CN, —O—(C,-Cy) alkyl, (C,-C,) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,.) haloalkoxy,

O—(C,-Cy) alkenyl, —O—(C,-C,) alkynyl, (C,-C;) alk-
enyl, (C,-C,) alkynyl, —OH, —OP(O)(OH),, —OC(O)(C, -
Cg) alkyl, —C(O)(C,-Cy) alkyl, —OC(O)O(C,-C) alkyl,
—NH,, —NH((C,-C,) alkyl), —N((C,-Cy) alkyl),, —NHC
(O)(C,-Cy) alkyl, —C(O)NH(C, -Cy) alkyl, —S(O),(C,-Cy)
alkyl, —S(O)NH(C,-C,) alkyl, and S(O)N((C,-C;) alkyl),.
The substituents can themselves be optionally substituted.
“Optionally substituted” as used herein also refers to sub-
stituted or unsubstituted whose meaning 1s described below.

As used herein, the term ‘“‘substituted” means that the
specified group or moiety bears one or more suitable sub-
stituents wherein the substituents may connect to the speci-
fied group or moiety at one or more positions. For example,
an aryl substituted with a cycloalkyl may indicate that the
cycloalkyl connects to one atom of the aryl with a bond or
by fusing with the aryl and sharing two or more common
atoms.

As used herein, the term ‘“unsubstituted” means that the
specified group bears no substituents.

Unless otherwise specifically defined, the term “aryl”
refers to cyclic, aromatic hydrocarbon groups that have 1 to
3 aromatic rings, mcluding monocyclic or bicyclic groups
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such as phenyl, biphenyl or naphthyl. Where containing two
aromatic rings (bicyclic, etc.), the aromatic rings of the aryl
group may be joined at a single point (e.g., biphenyl), or
fused (e.g., naphthyl). The aryl group may be optionally
substituted by one or more substituents, e.g., 1 to 5 sub-
stituents, at any point of attachment. Exemplary substituents
include, but are not limited to, —H, -halogen, —O—(C,-C,)
alkyl, (C,-Cy) alkyl, —O—(C,-C,) alkenyl, —O—(C,-C)
alkynyl, (C,-C) alkenyl, (C,-C,) alkynyl, —OH, —OP(O)
(OH),, —OC(O)(C,-Cy) alkyl, —C(O)(C,-C,) alkyl, —OC
(O)O(C,-Cy) alkyl, NH,, NH((C,-Cg) alkyl), N((C,-Cq)
alkyl),, —S(O),—(C,-C,) alkyl, —S(O)NH(C, -C;) alkyl,
and S(O)N((C,-C,) alkyl),. The substituents can themselves
be optionally substituted. Furthermore when containing two
fused rings the aryl groups herein defined may have an
unsaturated or partially saturated ring fused with a fully
saturated ring. Exemplary ring systems of these aryl groups
include, but are not limited to, phenyl, biphenyl, naphthyl,
anthracenyl, phenalenyl, phenanthrenyl, indanyl, indenyl,
tetrahydronaphthalenyl, tetrahydrobenzoannulenyl, and the
like.

Unless otherwise specifically defined, “heteroaryl” means
a monovalent monocyclic aromatic radical of 5 to 24 ring
atoms or a polycyclic aromatic radical, containing one or
more ring heteroatoms selected from N, O, or S, the remain-
ing ring atoms being C. Heteroaryl as herein defined also
means a bicyclic heteroaromatic group wherein the heteroa-
tom 1s selected from N, O, or S. The aromatic radical 1s
optionally substituted independently with one or more sub-
stituents described herein. Examples include, but are not
limited to, furyl, thienyl, pyrrolyl, pyridyl, pyrazolyl, pyrim-
1dinyl, imidazolyl, 1soxazolyl, oxazolyl, oxadiazolyl, pyrazi-
nyl, indolyl, thiophen-2-yl, quinolyl, benzopyranyl, isothi-
azolyl, thiazolyl, thiadiazole, indazole, benzimidazolyl,
thieno[3,2-b]thiophene, triazolyl, triazinyl, 1midazo[1,2-b]
pyrazolyl, furo[2,3-c]pyridinyl, 1midazo[l,2-a]pyridinyl,
indazolyl, pyrrolo[2,3-c]pyridinyl, pyrrolo[3,2-c]pyridinyl,
pyrazolo[3.,4-c]pyridinyl, thieno[3.,2-c]pyndinyl, thieno]2,
3-c]pyndinyl, thieno[2,3-b]pyridinyl, benzothiazolyl, indo-
lyl, indolinyl, indolinonyl, dihydrobenzothiophenyl, dihyd-
robenzofuranyl, benzoiuran, chromanyl, thiochromanyl,
tetrahydroquinolinyl, dihydrobenzothiazine, dihydrobenzo-
xanyl, quinolinyl, 1soquinolinyl, 1,6-naphthyridinyl, benzo
|de]isoquinolinyl, pyrido[4.,3-b][1,6|naphthyridinyl, thieno
[2,3-b]pyrazinyl, quinazolinyl, tetrazolo[1,5-a]pyridinyl,
[1,2,4]triazolo[4,3-a]pyridinyl, 1soindolyl, pyrrolo[2,3-b]
pyridinyl, pyrrolo[3,4-b]pyridinyl, pyrrolo[3,2-b]pyridinyl,
imidazo[5,4-b]pyridinyl, pyrrolo[1,2-a]Jpyrimidinyl, tetra-
hydro pyrrolo[1,2-a]pyrimidinyl, 3,4-dihydro-2H-1A>-pyr-
rolo[2,1-b]pyrimidine, dibenzo[b,d]thiophene, pyridin-2-
one, furo[3,2-clpyndinyl, furo[2,3-c]pyridinyl, 1H-pyrido
[3,4-b][1,4]thiazinyl, benzooxazolyl, benzoisoxazolyl, furo
[2,3-b]pyridinyl, benzothiophenyl, 1,5-naphthyridinyl, furo
[3,2-b]pyridine, [1,2,4]|triazolo[1,5-a]pyridinyl, benzo[1.2,
3]triazolyl, 1midazo[1,2-a]pyrimidinyl, [1,2.4]|triazolo[4,3-
blpyridazinyl, benzo|[c][1,2,5]thiadiazolyl, benzo[c][1,2,5]
oxadiazole, 1,3-dihydro-2H-benzo[d|imidazol-2-one, 3,4-
dihydro-2H-pyrazolo[1,5-b][1,2]oxazinyl, 4,5,6,7-
tetrahydropyrazolo[1,5-a]pyridinyl, thiazolo[ 3,4-d]
thiazolyl, 1midazo[2,1-b][1,3,4]thiadiazolyl, thieno[2,3-b]
pyrrolyl, 3H-indolyl, and derivatives thereof. Furthermore
when containing two fused rings the aryl groups herein
defined may have an unsaturated or partially saturated ring
tused with a tully saturated ring. Exemplary ring systems of
these heteroaryl groups include indolinyl, indolinonyl, dihy-
drobenzothiophenyl, dihydrobenzofuran, chromanyl, thio-
chromanyl, tetrahydroquinolinyl, dihydrobenzothiazine,
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10
3,4-dihydro-1H-1soquinolinyl, 2,3-dihydrobenzoturan,
indolinyl, indolyl, and dihydrobenzoxanyl.

Halogen or “halo” refers to fluorine, chlorine, bromine, or
10dine.

Alkyl refers to a straight or branched chain saturated
hydrocarbon containing 1-12 carbon atoms. Examples of a
(C,-Cy) alkyl group include, but are not limited to, methyl,
cthyl, propyl, butyl, pentyl, hexyl, 1sopropyl, isobutyl, sec-
butyl, tert-butyl, isopentyl, neopentyl, and 1sohexyl.

“Alkoxy” refers to a straight or branched chain saturated
hydrocarbon containing 1-12 carbon atoms contaiming a
terminal “O” in the chain, e.g., —O(alkyl). Examples of
alkoxy groups include, without limitation, methoxy, ethoxy,
propoxy, butoxy, t-butoxy, or pentoxy groups.

“Alkenyl” refers to a straight or branched chain unsatu-
rated hydrocarbon containing 2-12 carbon atoms. The “alk-
enyl” group contains at least one double bond 1n the chain.
The double bond of an alkenyl group can be unconjugated
or conjugated to another unsaturated group. Examples of
alkenyl groups include ethenyl, propenyl, n-butenyl, 1so-
butenyl, pentenyl, or hexenyl. An alkenyl group can be
unsubstituted or substituted. Alkenyl, as herein defined, may
be straight or branched.

“Alkynyl” refers to a straight or branched chain unsatu-
rated hydrocarbon containing 2-12 carbon atoms. The “alky-
nyl” group contains at least one triple bond in the chain.
Examples of alkenyl groups include ethynyl, propargyl,
n-butynyl, 1so-butynyl, pentynyl, or hexynyl. An alkynyl
group can be unsubstituted or substituted.

The term “alkylene” or “alkylenyl” refers to a divalent
alkyl radical. Any of the above mentioned monovalent alkyl
groups may be an alkylene by abstraction of a second
hydrogen atom from the alkyl. As herein defined, alkylene
may also be a C,-C, alkylene. An alkylene may further be a
C,-C, alkylene. Typical alkylene groups include, but are not

limited to, —CH,, —CH(CH,—, —C(CH,),
—CH,CH,—, —CH,CH(CH,)—, —CH,C(CH,),—
~ CH,CH,CH,—, — CH,CH,CH,CH,—, and the like.

“Cycloalkyl” or *“carbocyclyl” means monocyclic or
polycyclic saturated carbon rings containing 3-18 carbon
atoms. Examples of cycloalkyl groups include, without
limitations, cyclopropyl, cyclobutyl, cyclopentyl, cyclo-
hexyl, cycloheptanyl, cyclooctanyl, norboranyl, norborenyl,
bicyclo[2.2.2]octanyl, or bicyclo[2.2.2]octeny]l and deriva-
tives thereol. A C,;-C, cycloalkyl 1s a cycloalkyl group
containing between 3 and 8 carbon atoms. A cycloalkyl
group can be fused (e.g., decalin) or bridged (e.g., norbor-
nane).

“Heterocyclyl” or “heterocycloalkyl” monocyclic or
polycyclic rings containing carbon and heteroatoms taken
from oxygen, nitrogen, or sulfur and wherein there 1s not
delocalized m electrons (aromaticity) shared among the ring
carbon or heteroatoms. The heterocycloalkyl ring structure
may be substituted by one or more substituents. The sub-
stituents can themselves be optionally substituted. Examples
of heterocyclyl rings include, but are not limited to, oxeta-
nyl, azetadinyl, tetrahydroturanyl, tetrahydropyranyl, pyrro-
lidinyl, oxazolinyl, oxazolidinyl, thiazolinyl, thiazolidinyl,
pyranyl, thiopyranyl, tetrahydropyranyl, dioxalinyl, piper-
idinyl, morpholinyl, thiomorpholinyl, thiomorpholinyl
S-oxide, thiomorpholinyl S-dioxide, piperazinyl, azepinyl,
oxepinyl, diazepinyl, tropanyl, oxazolidinonyl, and
homotropanyl.

The term “hydroxyalkyl” means an alkyl group as defined
above, where the alkyl group 1s substituted with one or more
OH groups. Examples of hydroxyalkyl groups include
HO—CH,—, HO—CH,—CH,— and CH,—CH(OH)—.
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The term “haloalkyl” as used herein refers to an alkyl
group, as defined herein, which 1s substituted one or more
halogen. Examples of haloalkyl groups include, but are not
limited to, trifluoromethyl, difluoromethyl, pentatluoroethyl,
trichloromethyl, etc.

The term “haloalkoxy” as used herein refers to an alkoxy
group, as defined herein, which 1s substituted one or more
halogen. Examples of haloalkyl groups include, but are not
limited to, trifluoromethoxy, difluoromethoxy, pentatluo-
roethoxy, trichloromethoxy, etc.

The term “cyano” as used herein means a substituent
having a carbon atom joined to a nitrogen atom by a triple
bond, e.g., C=N.

The term “amino™ as used herein means a substituent
containing at least one nitrogen atom (e.g., NH,).

The term ““alkylamino™ as used herein refers to an amino
or NH, group where one of the hydrogens has been replaced
with an alkyl group, as defined herein above, ¢.g., —NH
(alkyl). Examples of alkylamino groups include, but are not
limited to, methylamino (e.g., —NH(CH,)), ethylamino,
propylamino, 1so-propylamino, n-butylamino, sec-buty-
lamino, tert-butylamino, etc.

The term “dialkylamino” as used herein refers to an
amino or NH, group where both of the hydrogens have been
replaced with alkyl groups, as defined herein above, e.g.,
—N(alkyl),. The alkyl groups on the amino group can be the
same or different alkyl groups. Example of dialkylamino
groups 1nclude, but are not limited to, dimethylamino (e.g.,
—N(CH,),), diethylamino, dipropylamino, diiso-propy-
lamino, di-n-butylamino, di-sec-butylamino, di-tert-buty-
lamino, methyl{ethyl)amino, methyl(butylamino), etc.

“Spirocycloalkyl” or “spirocyclyl” means carbogenic
bicyclic ring systems with both rings connected through a
single atom. The ring can be different in size and nature, or
identical 1n size and nature. Examples include spiropentane,
spriohexane, spiroheptane, spirooctane, spirononane, or
spirodecane. One or both of the rings in a spirocycle can be
tused to another ring carbocyclic, heterocyclic, aromatic, or
heteroaromatic ring. One or more of the carbon atoms 1n the
spirocycle can be substituted with a heteroatom (e.g., O, N,
S, or P). A (C5-C, ) spirocycloalkyl 1s a spirocycle contain-
ing between 3 and 12 carbon atoms. One or more of the
carbon atoms can be substituted with a heteroatom.

The term “spiroheterocycloalkyl” or “spiroheterocyclyl™
1s understood to mean a spirocycle wherein at least one of
the rings 1s a heterocycle (e.g., at least one of the rings 1s
furanyl, morpholinyl, or piperadinyl).

The term “‘solvate” refers to a complex of variable stoi-
chiometry formed by a solute and solvent. Such solvents for
the purpose of the disclosure may not interfere with the
biological activity of the solute. Examples of suitable sol-
vents include, but are not limited to, water, MeOH, EtOH,
and AcOH. Solvates wherein water 1s the solvent molecule
are typically referred to as hydrates. Hydrates include com-
positions containing stoichiometric amounts of water, as
well as compositions containing variable amounts of water.

The term “1somer” refers to compounds that have the
same composition and molecular weight but differ 1n physi-
cal and/or chemical properties. The structural diflerence may
be 1n constitution (geometric 1somers) or i the ability to
rotate the plane of polanized light (stereoisomers). With
regard to stereoisomers, the compounds of Formula (I) may
have one or more asymmetric carbon atom and may occur as
racemates, racemic mixtures and as individual enantiomers
or diastereomers.

The disclosure also includes pharmaceutical compositions
comprising an elfective amount of a disclosed compound
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and a pharmaceutically acceptable carrier. Representative
“pharmaceutically acceptable salts” include, e.g., water-
soluble and water-insoluble salts, such as the acetate,
amsonate (4,4-diaminostilbene-2,2-disulfonate), benzene-
sulfonate, benzonate, bicarbonate, bisulfate, bitartrate,
borate, bromide, butyrate, calctum, calctum edetate, camsy-
late, carbonate, chloride, citrate, clavulariate, dihydrochlo-
ride, edetate, edisylate, estolate, esylate, fumerate, fiunarate,
gluceptate, gluconate, glutamate, glycollylarsanilate,
hexafluorophosphate, hexylresorcinate, hydrabamine, hyd-
robromide, hydrochloride, hydroxynaphthoate, 1odide, iso-
thionate, lactate, lactobionate, laurate, magnesium, malate,
maleate, mandelate, mesylate, methylbromide, methylni-
trate, methylsulfate, mucate, napsylate, nitrate, N-methylg-
lucamine ammonium salt, 3-hydroxy-2-naphthoate, oleate,
oxalate, palmitate, pamoate (1,1-methene-bis-2-hydroxy-3-
naphthoate, einbonate), pantothenate, phosphate/diphos-
phate, picrate, polygalacturonate, propionate, p-toluenesul-
fonate, salicylate, stearate, subacetate, succinate, sulfate,
sulfosalicylate, suramate, tannate, tartrate, teoclate, tosylate,
triethiodide, and valerate salts.

A “patient” or “subject” 1s a mammal, e.g., a human,
mouse, rat, guinea pig, dog, cat, horse, cow, pig, or non-
human primate, such as a monkey, chimpanzee, baboon or
rhesus.

An “effective amount” when used 1n connection with a
compound 1s an amount effective for treating or preventing
a disease 1n a subject as described herein.

The term “carrier”, as used i1n this disclosure, encom-
passes carriers, excipients, and diluents and means a mate-
rial, composition or vehicle, such as a liquid or solid filler,
diluent, excipient, solvent or encapsulating matenal,

involved 1n carrying or transporting a pharmaceutical agent
from one organ, or portion of the body, to another organ, or
portion of the body of a subject.

The term “treating” with regard to a subject, refers to
improving at least one symptom of the subject’s disorder.
Treating includes curing, improving, or at least partially
ameliorating the disorder.

The term “disorder” 1s used 1n this disclosure to mean, and
1s used mterchangeably with, the terms disease, condition, or
illness, unless otherwise indicated.

A B Y 4

The term “administer”, “administering”, or “administra-
tion” as used in this disclosure refers to eirther directly
administering a disclosed compound or pharmaceutically
acceptable salt of the disclosed compound or a composition
to a subject, or administering a prodrug derivative or analog
of the compound or pharmaceutically acceptable salt of the
compound or composition to the subject, which can form an
equivalent amount of active compound within the subject’s
body.

-

The term “prodrug,” as used 1n this disclosure, means a
compound which 1s convertible 1n vivo by metabolic means
(e.g., by hydrolysis) to a disclosed compound.

The present disclosure relates to compounds or pharma-
ceutically acceptable salts, hydrates, solvates, prodrugs,
stereoisomers, or tautomers thereof, capable of nhibiting
USP7, which are useful for the treatment of diseases and
disorders associated with modulation of a USP7 enzyme.
The disclosure further relates to compounds, or pharmaceu-
tically acceptable salts, hydrates, solvates, prodrugs, stereoi-
somers, or tautomers thereof, which are useful for inhibiting

USP7.
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In one embodiment, the compounds of Formula (I) have
the structure of Formula (Ia):

(la)

REKRI/\ R3)s
/ ‘ N /W
N
\ ) \M/N\.XfRZ
Z I
|
R4 O

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 1s C, S, or S(O);

R, 1s H, OH, SH, NH,, or F;

R, 15 (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.—C)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Ry;

cach R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (C4-C,,) aryl, heteroaryl, (C,—C)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ; or

two R; together when on adjacent carbons form a (C5-Cy)
cycloalkyl optionally substituted with one or more R 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi-
tuted with one or more R 4; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
R s

R, 1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R and R, are independently H, D, (C,-C) alkyl, (C,-C;)
alkenyl, (C,-C,) alkynyl, (C,-C;) alkoxy, (C,-C,)
haloalkyl, (C,-C,) haloalkoxy, halogen, or CN;

cach R, 1s independently D, (C,-C,) alkyl, (C,-Cy)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-

gen, CN, —(C;-Cy)- 1-Cs)  alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C;-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-arvyl, —(C,-C,)-alkylene-O-het-

eroaryl, O—(C;-Cy)cycloalkyl, :
—C(O)R 5, —CO(O)R,5, —C(O)NR,5R5,, —S(O)
qR19= _S(O)QNRIQRZD! _NRIQS(O)QRZEH —(Co-C3)-
alkylene-NR ;o R,,, —NR,;,;C(O)R,,, —NR,;;C(O)C
(O)R50, —NR,;,C(OINR 5R55, —P(O)((C,-C) alkyl)
5, —P(O)(aryl),, —SiMe,, —SF ., or —OR,,, wherein
the alkyl, alkylene, aryl, heteroaryl, cycloalkyl, and
heterocycloalkyl are optionally substituted with one or
more Ry, or

two R, together when on adjacent atoms form a (C,-C,)
cycloalkyl optionally substituted with one or more Rg;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
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form an aryl ring optionally substituted with one or
more Rg; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Ro;

cach R, 1s mndependently (C,-C,) alkyl, (C,-C,) alkoxy,

(Cl-CG) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-

C,) cycloalkyl, heterocycloalkyl, (C,-C,,) aryl, het-
croaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,,R,,,

—NR,;C(O)R,, —NR,, R, —S(O)qulﬂ
—S(0) NR, R,,, —NR,;S(0) R,,, oxo, —P(O)
((Cl-Cﬁ) alkyl),, —P(O)(aryl),, —SiMe,, —SF ., —O-
aryl, CN, or —O-heteroaryl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C.-C, ;)

aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R4, or

R,, and R, together with the nitrogen to which they are

attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

each R,, 1s independently D, (C,-Cy) alkyl, (C,-C,)

alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—S5(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)
alkylamino, (C.-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, heterocycloalkyl, —O-aryl, -
eroaryl, , —O—HC;5-Cy)ey-
cloalkyl, —C(O)O(C,-C,) alkyl, —C(O)NR,.R,,,
—S(0), NR,5R,6, —NR,5R,6, —NR,C(O)NR R o6,
—NR,,C(O)OR,6,  —NR,55(0), Ry, —NR,5C(0)
R, halogen, —P(O)((C,-C,) alkyl),, —P(O){aryl),.
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, , together when on adjacent atoms form a (C;-Cy)

cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R, ; 1s independently (C,-C,) alkyl, (C,-C) alkoxy,

(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C,-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, @ —O-heterocycloalkyl,

O—(C;-Cy)cycloalkyl, —OH, or CN, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,

(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cs) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (C--
Cs) cycloalkyl, or heterocycloalkyl, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

each R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,

(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C4-Cy) alkyl, —5(0)(C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;
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cach R,; 1s independently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —OH, —NH,,, or CN;

cach R,; and R,, 1s independently H, (C,-C,) alkyl,
(C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,;;

cach R,;, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C,,) aryl, het-
croaryl, (C;-Cy) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or

more R,;;

each R,, 1s independently at each occurrence (C,-C/)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s idependently at each occurrence (C,-C;)

alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —NR,.C(OR,., —NR,
S(O)QREG: 4C(O)R255 —C(O)NRZSRZG: —NR25R26:
— (O)QRQS ) — (O)QNR:ZSRZ'S? —P(O)((Cl _CG)

alkyl),, —P(O)(aryl),, —SiMe,, —SF., —OH, or CN;

cach R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

cach R,- 1s independently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cs) alkyl, —S(O),
(C,-Cy) alkyl, —NH,,, (C,-C,) alkylamino, di(C,-C)
alkylamino, —OH, or CN;

mis 0, 1, 2, 3, or 4;

nis 0, 1, 2, or 3; and

q 1s independently at each occurrence 0O, 1, or 2.

In another embodiment, the compounds of Formula (I)

have the structure of Formula (Ib):

(Ib)

R Rs,
\ ;KRI/\ (Rs)
a N / W
N
\ ,) RGP

{ !

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 18 C, S, or S(O);

R, 1s H, OH, SH, NH,, or F;

R, 1s (C,-C,) alkyl, (C.-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Rq;

cach R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (C.,-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C5-Cy)
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when attached to the same carbon
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atom form a (C5-Cy) spirocycloalkyl optionally substi-
tuted with one or more R 4; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
R s

R, 1s (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R. and R, are independently H, D, (C,-C,) alkyl, (C,-C)
alkenyl, (C,-C,) alkynyl, (C,-C,) alkoxy, (C,-C,)
haloalkyl, (C,-C,) haloalkoxy, halogen, or CN;

R 1s H, (C,-C,) alkyl, (C,-C,) alkenyl, (C,-C) alkynyl,
or (C,-C,) haloalkyl;

cach R, 1s independently D, (C,-C,) alkyl, (C,-Cy)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-C,)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C,-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-arvl, —(C,-C,)-alkylene-O-het-

eroaryl, O—(C;-Cy)eycloalkyl, S-heteroaryl,
—C(O)R o, —CO(O)R s, —C(O)NR | gR 5,
— (O)qu 99 — (O)Q’NR]_ QRZD: —NRl QS (O)Q’RZD ’
—(C,-C5)-alkylene-NR | R, —NR, ,C(O)R,,,

—NR, ,C(O)C(O)R5, —NR,,C(O)NR 5R,;, —P(O)
(C,-C,) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R,; or

two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R,;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
C,) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-
croaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,, R,
—NR,;,C(O)R,. —NR;, R, —S(O)QRzln
—S(0),NR, R5,, —NR,,S(0),R,,, oxo, —P(O)((C; -
C,) alkyl),, —P(O)(aryl),, —Si1Me,, —SF ., —O-aryl,
CN, or —O-heteroaryl, wherein the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are mndependently 1s H, (C,-C,) alkyl, (C-
C,.) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, ., or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

each R,, 1s independently D, (C,-C,) alkyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-

gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—5(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)
alkylamino, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
eroaryl, O-heterocycloalkyl, —O—(C;-Cy)cy-
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cloalkyl, —C(O)O(C,-Cy) alkyl, —C(O)N,R,,,
—S(O)QNRZSRZ(S? —NR25R265 —NR25C(O)NR25R26?
—NR,5C(0)OR,6,  —NR555(0),Ra6,  —NR,5C(0)
R,6, halogen, —P(O)((C,-Cy) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, together when on adjacent atoms form a (C5-C,)
cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R ;;

each R, ; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)C-Cy) alkyl, —S(0O)_(C,-Cy) alkyl, —NH,,
(C,-Cs) alkylamino, di{(C,-C,) alkylamino, (C.-C,,)
aryl, heteroaryl, (C5-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C;-Cy)eycloalkyl, —OH, or CN, wherein 1n the

alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

each R, . 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cs) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S5(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (C--
C,) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R~ 1s independently (C,-C,) alkyl, (C,-C;) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)C-Cy) alkyl, —S(0O)_(C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,; 1s mdependently at each occurrence (C,-Cy)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, —NH,, or CN;

cach R,;, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C,,) aryl, het-
eroaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
eroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,;;

cach R,; 1s idependently at each occurrence (C,-C;)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, or CN;

each R,, 1s independently at each occurrence (C,-C)

alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C,)

haloalkoxy, halogen, —NR,.C(OR,., —NR,
S(O)QRZG: 4C(O)R25: —C(O)NR25R26: —NRZSRZ-S:
—SO)Rs5,  —SO)NR,5R,6,  —POY(C,-Co)

alkyl),, —P(O)(aryl),, —S1Me,, —SF., —OH, or CN;

cach R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C,-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

18

cach R,- 1s mdependently at each occurrence (C,-C,)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-C,) alkyl, —S(O)
(C,-Cy) alkyl, —NH,, (C,-C,) alkylamino, di(C,-C,
alkylamino, —OH, or CN;

mi1s 0, 1, 2, 3, or 4;

nis 0,1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.

In another embodiment, the compounds of Formula (I)

1o have the structure of Formula (Ic):
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(Ic)

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 15 C, S, or S(O);

R, 1s H, OH, SH, NH,, or F;

R, 1s (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Ry;

each R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C,-C,)
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi-
tuted with one or more R,; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
R s

R, 1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R. and R, are independently H, D, (C,-C,) alkyl, (C,-C,)
alkenyl, (C,-C,) alkynyl, (C,-C,) alkoxy, (C,-C)
haloalkyl, (C,-C;) haloalkoxy, halogen, or CN;

R 1s H, (C,-C,) alkyl, (C,-C,) alkenyl, (C,-C) alkynyl,
or (C,-C,) haloalkyl;

R, 1s H, D, (C,-C,) alkyl, halogen, (C,-C,,) aryl, het-
ceroaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl, and
heterocycloalkyl are optionally substituted with one or
more R ,;

each R, 1s independently D, (C,-C,) alkyl, (C,-Cj)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-C,)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C,-C,,) cycloalkyl, heterocycloalkyl, —(C,,-
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C,)-alkylene-O-aryl, —(C,-C )-alkylene-O-het-

eroaryl, O—(C;-Cy)cycloalkyl, S-heteroaryl,
—C(O)R o, —CO(O)R . —C(O)NR gR 5,
— (O)qu O —S (O)Q’NR]_ QRZD: —NRl QS (O)Q’RZD ’
—(Cy-Cs)-alkylene-NR, oR,, —NR,5,C(O)R 4,
—NR ,C(O)C(O)R 55, —NR ,C(O)NR 5R5, —P(O)
(C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or

—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more Rg;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two Ry together when on adjacent atoms
form an aryl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Ro;

cach R, 1s independently (C,-C;) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C.) cycloalkyl, heterocycloalkyl, (C.-C,.,) aryl, het-
eroaryl, —NH,, —OH, —C(O)R,,,, —C(O)NR,,R,,,

—NR,,C(O)R,,, —NR;, R, —5(0) R,
—5(0),NR; R, —NR,,5(0),R,,, oxo, —P(O)((C -

Ce) alkyl)z,, —P(O)(aryl)., —SlMe_o,,, —SF., —O-aryl,
CN, or —O-heteroaryl, wherein the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C.,-C,,)
aryl, heteroaryl, (C.-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R, ;

cach R,, 1s independently D, (C,-C) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)C,-C,) alkyl,
—S5(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)

alkylamino, (C,-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
eroaryl, - : O—(C;-Cy)cy-
cloalkyl, —C(O)O(C,-C,) alkyl, —C(O)NR,:R,,
—S(0),NR,5R,5, —NR;5R 56, —NR,5C(O)NR R o6,
—NR,;C(0)0R,6, —NR,55(0) Ro6, —NR,,C(O)

R, halogen, —P(O)((C,-Cy) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or
two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R ;;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, , together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;
each R, ; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cy) alkyl, —NH,,
(C,-C,) alkylamino, di(C,-C,) alkylamino, (C4-C, )
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,
O—(C;-Cy)eycloalkyl, —OH, or CN, wherein 1n the
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alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C) alkyl, (C,-C) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, CN,
—C(O)C-Cy) alkyl, —S(0O)_(C,-Cy) alkyl, —NH,,
—OH, (C,-C,) alkylamino, di{C,-C;) alkylamino, (C-
C,4) aryl, heteroaryl, (C;-Cy) cycloalkyl, or heterocy-
cloalkyl, wherein 1n the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R, «;

each R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(0) (C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH.,
(C,-C,) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,; 1s mdependently at each occurrence (C,-Cy)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, —NH,, or CN;

cach R, and R,, 1s mdependently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
eroaryl, (C.-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R, ;;

cach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
eroaryl, (C;-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,, 1s mdependently at each occurrence (C,-C)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s mdependently at each occurrence (C,-Cy)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —NR,.C(O)R,., —NR,.
S(0)Ra6. —C(O)R,5, —C(O)NR,5R,5, —NR,5R 6,
—d (O)QR25 ’ —S(O)QNststa —P(O)((Cl _CG)
alkyl),, —P(O)(aryl),, —SiMe;, —SF., —OH, or CN;

cach R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

each R,, 1s independently at each occurrence (C,-C,)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, —OH, or CN;

mi1s 0, 1, 2, 3, or 4;

nis 0,1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.




US 10,377,773 B2

21

In another embodiment, the compounds of Formula (I)
have the structure of Formula (Id):

(Id)

OH Ry,

/
N\ ‘ —) \M/N\ R
g X
R ;

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 1s C, S, or S(O);

R, 1s (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, ,, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Rg;

each R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C5-Cy)
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi-
tuted with one or more R, 4; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
Ris;

R, 15 (C,-C,) alkyl, (C.-C,,) aryl, heteroaryl, (C;-C)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

cach R, 1s independently D, (C,-C,) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-Cy)-alkylene-O—(C,-C,) alkyl,

—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
croaryl, (C;-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C-alkylene-O-aryl, —(C,-C,)-alkylene-O-het-
croaryl, O—(C;-Cy)cycloalkyl, S-heteroaryl,
—C(O)R o, —CO(O)R o, —C(O)NR 4R,
~S(0),R;5.  —S(O),NR Ry —NR,S(0) R,
—(C,-C5)-alkylene-NR, o R, . —NR,,C(O)R,,,

—NR,,C(O)C(O)R40, —NR,4COINR 6R 5, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —Si1Me,, —SF., or
—OR, ,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more Ro;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;

5

10

15

20

25

30

35

40

45

50

55

60

65

22

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,

(C -C) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-

Cys) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-
croaryl, —NH,, —OH, —C(O)R,,, —C(O)NR, R,

—NR,,C(O)R,,, —NR;;Ry», —S(O) R,
—S(0),NR; R, —NR,;5(0),R,5, oxo, —P(O)((C -

Ce) alkyl)z, —P(O)(aryl),, SlMe3, —SF., —O-aryl,
CN, or —O-heteroaryl, wherein the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C,-C, )

aryl, heteroaryl, (C;-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4, or

R,, and R, together with the nitrogen to which they are

attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

cach R,, 1s independently D, (C,-C,) alkyl, (C,-C,)

alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cy)
alkylamino, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, -
eroaryl, , —O—HC5-Cy)ey-
cloalkyl, —C(O)O(C,-C;) alkyl, —C(O)NR,:R,,
_S(O)QNR%R%: —NR,5R56, —NR,C(O)NR,5R 56,
—NR,5C(O)OR,6, —NR,55(0) Ro6,  —NR,5C(0)
R, halogen, —P(O)((C,-C) alkyl),, —P(O){aryl),.
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R ;; or

two R, , together when on adjacent atoms form a (C;-Cy)

cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R ;;

cach R,; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,

(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH.,
(C,-C,) alkylamino, di(C,-C,) alkylamino, (C4-C,,)
aryl, heteroaryl, (C,-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C,-Cy)cycloalkyl, —OH, or CN, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R.,-;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,

(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C,) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-Cy) alkylamino, (C,.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C) alkoxy,

(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)C,-Cy) alkyl, —S5(0),(C,-Cq) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,; 1s mdependently at each occurrence (C,-C)

alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, —NH,,, or CN;
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cach R,; and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
eroaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,;;

cach R,; 1s idependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —OH, or CN;

each R,, 1s independently at each occurrence (C,-C/)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)

haloalkoxy, halogen, —NR,.C(O)R,,, —NR,.
S(O)QREG: 4C(O)R25: —C(O)NRQ,SRQ,G: —NRZSRZ-S:
—S5(0),Rss,  —S(O) NRyRH6,  —P(O)(C,-Co)

alkyl),, —P(O)(aryl),, —SiMe,, —SF., —OH, or CN;

cach R, and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

cach R,, 1s idependently at each occurrence (C,-C;)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C,)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(O)_
(C,-Cy) alkyl, —NH,, (C,-C,) alkylamino, di(C,-C,)
alkylamino, —OH, or CN;

mis 0, 1, 2, 3, or 4;

nis 0, 1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.

In another embodiment, the compounds of Formula (I)

have the structure of Formula (Ie):

(le)

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 1s C, S, or S(O);

R, 1s (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, heterocycloalkyl, or NR,R;, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Rg;

each R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C,-C,)
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi-
tuted with one or more R,4; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
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or two R together when on adjacent carbons form an
aryl ring optionally substituted with one or more R g;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
Ris;

R, 1s (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R 1s H, (C,-C,) alkyl, (C,-C,) alkenyl, (C,-C) alkynyl,
or (C,-C,) haloalkyl;

cach R, 1s independently D, (C,-C,) alkyl, (C,-Cy)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-C,)-alkylene-O—(C,-C;) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C5-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-aryl, —(C,-C,)-alkylene-O-het-

croaryl, O—(C;-Cy)eycloalkyl, S-heteroaryl,
—C(O)R s, —CO(O)R s, —C(O)NR | gR 5,
— (O)qu 9 — (O)Q’NR]_ QRZD: —NRl QS (O)QRZD ’
—(C,-C,)-alkylene-NR, R, —NR,,C(O)R,,,

—NR, ,C(O)C(O)R 55, —NR ,C(O)NR gR,,, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two R, together when on adjacent atoms form a (C5-Cy)
cycloalkyl optionally substituted with one or more Ry;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R;

cach R, 1s mndependently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
Cy) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-
eroaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,, R,
—NR,,C(O)R,,, —NR,, R, —S(O)QRzla
—5(0), NR;;R55, —NR5;5(0),R,,, oxo, —P(O)(C; -
C,) alkyl),, —P(O)(aryl),, —Si1Me,, —SF., —O-aryl,
CN, or —O-heteroaryl, wherein the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are independently H, (C,-C) alkyl, (C4-C, )
aryl, heteroaryl, (C;-Cy) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

each R,, 1s independently D, (C,-C,) alkyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-

gen, CN, —OH, —NH,, —C(O)(C,-Cy) alkyl,
—S(0) (C,-Cy) alkyl, (C,-Cg) alkylamino, di(C,-Cq)
alkylamino, (C.-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
croaryl, O-heterocycloalkyl, —O—(C;-Cy)cy-
cloalkyl, —C(O)O(C,-C,) alkyl, —C(O)N,.R,,,

—S(0), NRy5R 6, —NRy5R 56, —NR,C(O)NR5R 4,
—NR,C(O)OR,, —NR,55(0) Ry, —NR,C(0)
R, halogen, —P(O)((C,-Cy) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1 the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or
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two R, together when on adjacent atoms form a (C5-C,)
cycloalkyl optionally substituted with one or more R, 5;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R,; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —5(0),(C,-C) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C.-C,,)
aryl, heteroaryl, (C,-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C,-Cy)eycloalkyl, —OH, or CN, wherein 1n the

alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C,) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—5(0),(C,-Cy) alkyl, —NH,, (C,-Cq4) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, whereimn 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C;) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —5(0),(C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,; 1s mdependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —OH, —NH,, or CN;

each R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,; and R,, 1s independently H, (C,-C,) alkyl,
(C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
croaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R, 5;

each R,, 1s independently at each occurrence (C,-C;)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s independently at each occurrence (C,-C;)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)

haloalkoxy, halogen, —NR,.C(OR,,, —NR,.
S(O)Q’R:Zﬁ? 4C(O)R25: —C(O)NRZSRZS: —NRZSRZG:
— (O)qus ? — (O)QNstRzﬁﬂ —P(O)((Cl _Cﬁ)

alkyl),, —P(O)(aryl),, —SiMe;, —SF., —OH, or CN;

each R, and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C,-
C,4) aryl, heteroaryl, (Cs-Cy) cycloalkyl, or heterocy-
cloalkyl;

cach R,-, 1s idependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl,
—S(0) (C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-C,) alkylamino, —OH, or CN;

mis 0, 1, 2, 3, or 4;

nis 0, 1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.
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In another embodiment, the compounds of Formula (I)

have the structure of Formula (If):

(1)

R¢
\
N

\

Ry

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 15 C, S, or S(O);

R, 1s (C,-Cy) alkyl, (Cs-C,,) aryl, heteroaryl, (C-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, ,, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Ry;

each R, 1s independently at each occurrence selected from
D, (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, 4; or

two R, together when on adjacent carbons form a (C,-C,)
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when attached to the same carbon
atom form a (C;-C,) spirocycloalkyl optionally substi-
tuted with one or more R,; or two R, together when
attached to the same carbon atom form a spirohetero-
cycloalkyl optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
aryl ring optionally substituted with one or more R, 4;
or two R, together when on adjacent carbons form an
heteroaryl ring optionally substituted with one or more
Rs;

R, 15 (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C.-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R 1s H, (C,-Cy) alkyl, (C,-C) alkenyl, (C,-C,) alkynyl,
or (C,-C,) haloalkyl;

R, 1s H, D, (C,-C,) alkyl, halogen, (Cs-C,,) aryl, het-
eroaryl, (C;-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl, and
heterocycloalkyl are optionally substituted with one or
more R, ,;

cach R, 1s independently D, (C,-C) alkyl, (C,-Cy)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-Cy)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C5-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-aryl, —(C,-C,)-alkylene-O-het-

eroaryl, O—(C5-Cy)cycloalkyl, S-heteroaryl,
—C(O)R —CO(O)R . —C(O)NR 5R .
— (O)qu 9 — (O)QNR]_ QRZD: —NRI QS(O)Q’RZO!
—(Cy-C5)-alkylene-NR, 5R —NR,5,C(O)R 4,

—NR,,C(O)C(O)R,0, —NR ,C(OINR R, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more Ro;
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or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R;

cach R, 1s imndependently (C,-C;) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cy) cycloalkyl, heterocycloalkyl, (C.-C,.,) aryl, het-
eroaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,, R,
—NR,,C(O)R,,, —NR;,R,5, —5(0) R,
—5(0),NR;R55, —NR5;5(0),R,,, 0xo, —P(O)((C; -
C,) alkyl),, —P(O)(aryl),, —S1Me,, —SF., —O-ary],
CN, or —O-heteroaryl, wherein the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C-C, )
aryl, heteroaryl, (C.-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

cach R,, 1s independently D, (C,-C,) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)}C,-C;) alkyl,
—S5(0) (C,-Cy) alkyl, (C,-Cg) alkylamino, di(C,-Cy)
alkylamino, (C,-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
croaryl, O-heterocycloalkyl, O—(C5-Cy)ey-
cloalkyl, —C(O)O(C,-C,) alkyl, —C(O)NR,.R,.,
—S(0),NR,5R,5, —NR,5R 56, —NR,5C(O)NR R o6,
—NR,,C(O)OR,;, —NR,;S(0),Ro. —NR,:C(O)
R, halogen, —P(O)((C,-Cy) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1 the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, together when on adjacent atoms form a (C,-C,)
cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

each R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —5(0),(C,-C) alkyl, —NH,,
(C,-C,) alkylamino, di(C,-C,) alkylamino, (C4-C, )
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C;-Cy)cycloalkyl, —OH, or CN, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C;) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, CN,
—C(O)(C,-Cy) alkyl, —5(0),(C,-Cy) alkyl, —NH,,
—OH, (C,-C,) alkylamino, di(C,-C,) alkylamino, (C,-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl, wherein in the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R, «;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,

10

15

20

25

30

35

40

45

50

55

60

65

28

—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cs) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—5(0) (C,-Cg) alkyl, —NH,, (C,-Cy) alkylamino,
di(C,-Cy) alkylamino, (C,.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, whereimn 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, - 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cy) alkyl, —NH,,
(C,-C,) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

each R,; 1s independently at each occurrence (C,-C,)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, —INH,, or CN;

each R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,; and R,, 1s mdependently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
eroaryl, (Cs-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or

more R,5;

cach R,; 1s mndependently at each occurrence (C,-C,)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, or CN;

each R,, 1s independently at each occurrence (C,-C,)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)

haloalkoxy, halogen, —NR,.C(O)R,., —NR,.
S(O)QREG: 4C(O)R25: —C(O)NR?_SR}:G: —NR25R26:
—S(O) Ry, —S(O)NR, R, —PO)(C,-Co)

alkyl),, —P(O)(aryl),, —SiMe,, —SF., —OH, or CN;

cach R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (C;-Cy) cycloalkyl, or heterocy-
cloalkyl;

cach R,-, 1s independently at each occurrence (C,-C,)
alkyl, (C,-C,) alkoxy, (C,-C,.) haloalkyl, (C,-C,)
haloalkoxy, halogen, —C(O)(C,-Cs) alkyl, —S(O),
(C,-Cy) alkyl, —NH,, (C,-Cy) alkylamino, di(C,-C,)
alkylamino, —OH, or CN;

mi1s 0, 1, 2, 3, or 4;

nis 0,1, 2, or 3; and

q 1s independently at each occurrence O, 1, or 2.

In another embodiment, the compounds of Formula (I)

have the structure of Formula (Ig):

(Ig)

O
OH
S
\ /) N RZ:
N ~x7
{ i
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and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 15 C, S, or S(O);

R, 1s (C,-Cy) alkyl, (C.-C,,) aryl, heteroaryl, (Cs-C,)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Rg;

R, 1s (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

cach R, 1s independently D, (C,-C,.) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-Cy)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C,-C,,) cycloalkyl, heterocycloalkyl, —(C,, -
C,)-alkylene-O-aryl, —(C,-C,)-alkylene-O-het-

eroaryl, O—(C;-Cy)cycloalkyl, S-heteroaryl,
4C(O)R1 O 4CO(O)R19:J —C(O)NRBRZD?
— (O)quQTJ — (O)Q’NR]_ 9R.’ZD: —NRl QS(O)Q’R:ZCI?
—(C,-C,)-alkylene-NR R, —NR,,C(O)R,,,

—NR, ;C(O)C(O)R 5, —NR ,C(O)NR | 5R5,, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —S1Me,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R,; or

two Ry together when on adjacent atoms form a (C5-Cy)
cycloalkyl optionally substituted with one or more R,;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R,; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;

cach R, 1s independently (C,-C;) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
C,) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-
croaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,,R,,,
—NR,;,C(O)R,,, —NR;Ry», _S(O)QRzla
—S(0),NR;R55, —NR5;5(0),R,,, oxo, —P(O)((C; -
C,) alkyl),, —P(O)(aryl),, —S1Me,, —SF., —O-arvyl,
CN, or —O-heteroaryl, wheremn the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ,;

R,, and R, are independently H, (C,-C,) alkyl, (C-C,.,)
aryl, heteroaryl, (C;-C;) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R, ;

cach R,, 1s independently D, (C,-C,) alkyl, (C,-C/)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)}C,-C;) alkyl,
—S(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)

alkylamino, (C4-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
croaryl, O-heterocycloalkyl, O—(C5-C)ey-

cloalkyl, —C(0)O(C,-C,) alkyl, —C(O)NR,.R,,,
—S(0),NR,5R 56, —NRy5R 56, —NR,5C(O)NR5R 6,
—NR,5C(O)OR 55, —NR,55(0), Ry, —NR,5C(0)

R6, halogen, —P(O)((C,-Cg) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein in the alkyl, aryl, het-
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eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R ;; or

two R, , together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R, ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R,; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cy) alkyl, —NH,,
(C,-Cs) alkylamino, di(C,-C,) alkylamino, (C.-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, @ —O-heterocycloalkyl,

O—(C;-Cy)eycloalkyl, —OH, or CN, wherein 1n the

alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C) alkyl, (C,-C) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C,) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C-Cy) alkyl, —NH,, (C,-Cy4) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)C-Cy) alkyl, —S(0O)_(C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

cach R,;, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

each R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
ceroaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,5;

each R,, 1s independently at each occurrence (C,-C,)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s independently at each occurrence (C,-C,)

alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)

haloalkoxy, halogen, —NR,.C(O)R,., —NR,.
S(O)QREG: 4C(O)R25: _C(O)NR25R26! _NRZSRZG:
—S(O)Rys,  —SO)NR,5R,6,  —PO)(C,-Co)

alkyl),, —P(O)(aryl),, —SiMe,, —SF ., —OH, or CN;

cach R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-Cy) alkenyl, (C,-C,) alkynyl, (C-
C,.) aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocy-
cloalkyl;

cach R,- 1s mndependently at each occurrence (C,-C,)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cs) alkyl, —S5(0),
(C,-Cy) alkyl, —NH,, (C,-C,) alkylamino, di(C,-C)
alkylamino, —OH, or CN; and

q 1s independently at each occurrence O, 1, or 2.
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In another embodiment, the compounds of Formula (I)

have the structure of Formula (Ih):

(Ih)

{ !

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 1s C, S, or S(O);

R, 1s (C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, ,, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Rg;

R, 1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C-C)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R, 1s H, (C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl,
or (C,-C,) haloalkyl;

cach R, 1s independently D, (C,-C,) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-Cy)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C,-C,,) cycloalkyl, heterocycloalkyl, —(C,, -
C,)-alkylene-O-arvyl, —(C,-C,)-alkylene-O-het-

croaryl, O—(C,-Cy)cycloalkyl, S-heteroaryl,
4C(O)Rl 9 4CO(O)R19: —C(O)NRIQRZD:
— (O)quQTJ —S (O)Q’NR]_ 9R.’ZD: —NRl QS(O)Q’R:ZCI?
—(C,-C5)-alkylene-NR, o R, . —NR,,C(O)R,,,

—NR, C(O)C(O)R 5, —NR ,C(O)NR | oR,,, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more Ry; or

two Ry together when on adjacent atoms form a (C5-Cy)
cycloalkyl optionally substituted with one or more Ro;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;

cach R, 1s independently (C,-C;) alkyl, (C,-C,) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
C) cycloalkyl, heterocycloalkyl, (C.-C,.) aryl, het-
eroaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,,R,,,
—NR,,C(O)R,,, —NR;,R,5, —5(0), R,
—5(0),NR; R55, —NR5;5(0), R,,, oxo, —P(O)(C; -
C,) alkyl),, —P(O)(aryl),, —S1Me,, —SF., —O-aryl,
CN, or —O-heteroaryl, wheremn the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C,-C,,)
aryl, heteroaryl, (C.-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R, 4; or
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R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

cach R,, 1s independently D, (C,-C,) alkyl, (C,-Cy)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-

gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—S(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cy)
alkylamino, (Cs-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, —O-aryl, O-het-
eroaryl, O-heterocycloalkyl, —O—(C;-Cy)cy-

cloalkyl, —C(O)O(C,-C;) alkyl, —C(O)NR,.R,.,
—5(0), NR,5R,6, —NR,5R,6, —NR,5C(O)NR R o6,
—NR,5C(0)OR,6, —NR,55(0) Ry, —NR,5C(O)
R, halogen, —P(O)((C,-Cy) alkyl),. —P(O)(aryl),.
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
eroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, , together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, , together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, 5; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R,; 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH.,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C,-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, @ —O-heterocycloalkyl,

O—(C,-Cy)cycloalkyl, —OH, or CN, wherein in the

alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, 1s independently (C,-C,) alkyl, (C,-C) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
Cs) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S(0) (C-Cy) alkyl, —NH,, (C,-Cy4) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (Cs-
Cs) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

cach R, - 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH.,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

each R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (Cs-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
croaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,5;

each R,, 1s independently at each occurrence (C,-C,)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s mdependently at each occurrence (C,-C)
alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —NR,.C(O)R,,, —NR,.S(O)

Ry, —C(O)Ry5, —C(ONRR,6,  —NRy R,

d
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~S(O)Ros.  —SO)NRysRys  —PO)(C,-Co)
alkyl),, —P(O)(aryl),, —SiMe,, —SF., —OH, or CN;

cach R, and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C,-
C,.) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

cach R,-, 1s idependently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C.)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(O),
(C,-Cy) alkyl, —NH,, (C,-C,) alkylamino, di(C,-C)
alkylamino, —OH, or CN; and

q 1s independently at each occurrence 0, 1, or 2.

In another embodiment, the compounds of Formula (I)

have the structure of Formula (I1):

(1)
OH

R¢
\
N

\

Ry

and pharmaceutically acceptable salts, hydrates, solvates,
prodrugs, stereoisomers, and tautomers thereof,

wherein:

X, 1s C, S, or S(O);

R, 1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more Ry;

R, 1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C.-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R, ,;

R, 1s H, (C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl,
or (C,-C,) haloalkyl;

R, 1s H, D, (C,-C) alkyl, halogen, (C,-C,,) aryl, het-
croaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl, and
heterocycloalkyl are optionally substituted with one or
more R ;

each R, 1s independently D, (C,-C,) alkyl, (C,-C/)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —(C,-C,)-alkylene-O—(C,-C,) alkyl,
—(C,-C,)-alkylene-aryl, —(C,-C,)-alkylene-het-
croaryl, (C5-C,,) cycloalkyl, heterocycloalkyl, —(C,-
C,)-alkylene-O-arvyl, —(C,-C,)-alkylene-O-het-

eroaryl, O—(C;-Cy)cycloalkyl, - :
4C(O)R1 O3 4CO(O)R19:J —C(O)NRBRZD?
— (O)qu 9 —S (O)qNRl QRZD: —NRl QS (O)Q’RZD ’
—(C,-C5)-alkylene-NR | R, , —NR, ,C(O)R,,,
—NR, ,C(O)C(O)R 55, —NR ,C(O)NR 5R 5, —P(O)
((C,-Cy) alkyl),, —P(O)(aryl),, —S1Me,;, —SFs, or

—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R,; or

two R, together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R,;
or two R, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more Ry; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
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more Ry; or two Ry together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more Rg;
cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C;-
C) cycloalkyl, heterocycloalkyl, (C.-C,,) aryl, het-

eroaryl, —NH,, —OH, —C(O)R,,, —C(O)NR,; R,
NRz 1C(O)R22: NRz 1R22: S(O)QRE 12 S(O)
QNRZ 1 RZZ: NR2 1 S(O)QRZZ:J 0XO0, —P(O)((C 1 _Cﬁ)

alkyl),, —P(O)(aryl),, —SiMe,, —SF ., —O-aryl, CN,

O-heteroaryl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R, ;

R,, and R, are independently H, (C,-C,) alkyl, (C,-C, )
aryl, heteroaryl, (C;-Cg) cycloalkyl, or heterocy-
cloalkyl, wherein the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more R4, or

R,, and R, together with the nitrogen to which they are
attached form a heterocycloalkyl ring optionally sub-
stituted with one or more R ;

each R,, 1s independently D, (C,-Cy) alkyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halo-
gen, CN, —OH, —NH,, —C(O)(C,-C,) alkyl,
—S5(0) (C,-Cy) alkyl, (C,-Cy) alkylamino, di(C,-Cq)
alkylamino, (C.-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, heterocycloalkyl, —O-aryl, -
eroaryl, , —O—HC;5-Cy)ey-
cloalkyl, —C(O)O(C,-C,) alkyl, —C(O)NR,.R,,,
—S(0), NR,5R,6, —NR,5R,6, —NR,C(O)NR R o6,
—NR,,C(O)OR,6,  —NR,55(0), Ry, —NR,5C(0)
R, halogen, —P(O)((C,-C,) alkyl),, —P(O)(aryl),,
—S1Me,, or —SF., wherein 1n the alkyl, aryl, het-
croaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R, ;; or

two R, , together when on adjacent atoms form a (C;-Cy)
cycloalkyl optionally substituted with one or more R ;;
or two R,, together when on adjacent atoms form a
heterocycloalkyl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an aryl ring optionally substituted with one or
more R, ;; or two R, together when on adjacent atoms
form an heteroaryl ring optionally substituted with one
or more R, ;;

cach R, ; 1s independently (C,-C,) alkyl, (C,-C) alkoxy,
(C,-Cy) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C,-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, heterocycloalkyl,
—O-aryl, —O-heteroaryl, @ —O-heterocycloalkyl,

O—(C;-Cy)cycloalkyl, —OH, or CN, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R,-;

cach R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, CN,
—C(O)(C,-Cy) alkyl, —S(O) (C,-Cs) alkyl, —NH.,
—OH, (C,-C,) alkylamino, di{C,-C,) alkylamino, (C-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl, wherein i1n the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substi-
tuted with one or more R, «;

each R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(0) (C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;
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cach R, 1s independently (C,-C,) alkyl, (C,-C;) alkoxy,
(C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-
C) hydroxyalkyl, —OH, CN, —C(O)(C,-C,) alkyl,
—S5(0) (C,-Cy) alkyl, —NH,, (C,-Cq) alkylamino,
di(C,-C,) alkylamino, (C.-C,,) aryl, heteroaryl, (C--
Cs) cycloalkyl, or heterocycloalkyl, wherein 1n the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl
are optionally substituted with one or more R, -;

each R, 1s independently (C,-C,) alkyl, (C,-C,) alkoxy,
(C,-Cs) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —5(0),(C,-Cy) alkyl, —NH,,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, —OH, or
CN;

ecach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C.-C,,) aryl, het-
eroaryl, (C.-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
crocycloalkyl are optionally substituted with one or
more R,;;

cach R,, and R,, 1s independently H, (C,-C,) alkyl,
(C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C,,) aryl, het-
croaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and het-
erocycloalkyl are optionally substituted with one or
more R,;;

cach R,, 1s independently at each occurrence (C,-C;)
alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,)
haloalkoxy, halogen, —OH, or CN;

cach R,, 1s independently at each occurrence (C,-C;)

alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —NR,.C(O)R,,, —NR,.
S(O)QREG: 4C(O)R25: —C(O)NR25R26: —NR25R26:
— (O)qus ? — (O)qNststn —P(O)((Cl _CG)

alkyl),, —P(O)(aryl),, —SiMe,, —SF., —OH, or CN;

each R,. and R, 1s independently at each occurrence H,
(C,-Cy) alkyl, (C,-Cy) alkenyl, (C,-C,) alkynyl, (C-
C,4) aryl, heteroaryl, (C.-C,) cycloalkyl, or heterocy-
cloalkyl;

cach R,, 1s idependently at each occurrence (C,-C;)

alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(O),
(C,-C,) alkyl, —NH,,, (C,-C,) alkylamino, di(C,-C,)
alkylamino, —OH, or CN; and

q 1s independently at each occurrence 0, 1, or 2.

In some embodiments of the Formulae above, X, 1s C. In
another embodiment, X, 1s S. In yet another embodiment, X,
1s S(O).

In some embodiments of the Formulae above, X, 1s S. In
another embodiment, X, 1s NR..

In some embodiments of the Formulae above, X, 1s N. In
another embodiment, X, 1s CR,.

In some embodiments of the Formulae above, R, 1s H,
OH, SH, NH,, or F. In another embodiment, R, 1s H, OH, or
F. In yet another embodiment, R, 1s OH, or F. In another
embodiment, R, 1s OH.

In some embodiments of the Formulae above, R, 1s
(C,-Cy) alkyl, (C4-C, ) aryl, heteroaryl, (Cs-C,) cycloalkyl,
heterocycloalkyl, or NR, R, wherein the alkyl, aryl, het-
croaryl, cycloalkyl and heterocycloalkyl are optionally sub-
stituted with one or more R,. In another embodiment, R, 1s
(C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C.-C,) cycloalkyl,
heterocycloalkyl, or NR, R, wherein the alkyl, aryl, het-
eroaryl, cycloalkyl and heterocycloalkyl are optionally sub-
stituted with one or more R,. In yet another embodiment, R,
1s (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, heterocycloalkyl, or NR, R, wherein the alkyl,
aryl, heteroaryl, cycloalkyl and heterocycloalkyl are option-
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ally substituted with one to three R,. In another embodi-
ment, R, 1s (C,-C,) alkyl, (C.-C,,) aryl, heteroaryl, or
NR,,R,,, wherein the alkyl, aryl, or heteroaryl are option-
ally substituted with one to three Ry. In yet another embodi-
ment, R, 1s (C,-C,) alkyl, (Cs-C,,) aryl, or NR,,R,,,
wherein the alkyl and aryl are optionally substituted with
one to three R,.

In some embodiments of the Formulae above, R, 1s
selected from D, (C,-C,) alkyl, (C,-C,,) aryl, heteroaryl,
(C5-Cy) cycloalkyl, or heterocycloalkyl, wherein the alkyl,
aryl, heteroaryl, cycloalkyl, and heterocycloalkyl are option-
ally substituted with one or more R,,. In another embodi-
ment, R, 1s selected from D or (C,-C,) alkyl, optionally
substituted with one or more R, .. In yet another embodi-
ment, R; 1s selected from D or (C,-C,) alkyl, optionally
substituted with one to three R, . In another embodiment, R,
1s selected from D or (C,-C,) alkyl, optionally substituted
with one to three R ;.

In another embodiment, two R, together when on adjacent
carbons form a (C,-C,) cycloalkyl optionally substituted
with one or more R,;. In another embodiment, two R,
together when attached to the same carbon atom form a
(C5-Cy) spirocycloalkyl optionally substituted with one or
more R,,;. In another embodiment, two R, together when
attached to the same carbon atom form a spiroheterocy-
cloalkyl optionally substituted with one or more R,5. In
another embodiment, two R, together when on adjacent
carbons form an aryl ring optionally substituted with one or
more R, .. In another embodiment, two R, together when on
adjacent carbons form an heteroaryl ring optionally substi-
tuted with one or more R 5.

In some embodiments of the Formulae above, R, 1s
(C,-Cy) alkyl, (C,-C, ) aryl, heteroaryl, (C.-C,) cycloalkyl,
or heterocycloalkyl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl and heterocycloalkyl are optionally substituted
with one or more R, ,. In another embodiment, R, 1s (C,-C;)
alkyl, (C,-C,,) aryl, or heteroaryl wherein the alkyl, aryl,
and heteroaryl are optionally substituted with one or more
R,,. In another embodiment, R, 1s (C,-C,) alkyl or (C,-C, )
aryl, wherein the alkyl and aryl are optionally substituted
with one or more R, .

In some embodiments of the Formulae above, R; 1s H, D,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C,-C,)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, or
CN. In another embodiment, R, 1s H, D, (C,-C,) alkyl,
(C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, or
halogen. In yet another embodiment, R 1s H, D, (C,-C;)
alkyl, (C,-C;) alkoxy, (C,-C;) haloalkyl, (C,-C;)
haloalkoxy, or halogen. In another embodiment, R 1s H, D,
(C,-C;) alkyl, or halogen. In yet another embodiment, R 1s
H, D, methyl, ethyl, propyl, 1so-propyl, or halogen.

In some embodiments of the Formulae above, R., 1s H, D,
(C,-Cy) alkyl, (C,-Cy) alkenyl, (C,-C,) alkynyl, (C,-C/)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen, or
CN. In another embodiment, R., 1s H, D, (C,-C,) alkyl,
(C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, or
halogen. In yet another embodiment, R.. 1s H, D, (C,-C;)
alkyl, (C,-C;) alkoxy, (C,-C;) haloalkyl, (C,-C;)
haloalkoxy, or halogen. In another embodiment, R., 1s H, D,
(C,-C,) alkyl, or halogen. In yet another embodiment, R., 1s
H, D, methyl, ethyl, propyl, 1so-propyl, or halogen.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-Cy) alkenyl, (C,-C,) alkynyl, or (C,-C)
haloalkyl. In another embodiment, R, 1s H, (C,-C,) alkyl,
(C,-C;) alkenyl, (C,-C,) alkynyl, or (C,-C,) haloalkyl. In
yet another embodiment, R 1s H, (C,-C,) alkyl, or (C,-C;)
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haloalkyl. In another embodiment, R, 1s H or (C,-C,) alkyl.
In yet another embodiment, R, 1s H, methyl, ethyl, propyl,
1so-propyl, or halogen.

In some embodiments of the Formulae above, R 1s H, D,
(C,-Cy) alkyl, halogen, (C.-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R,,. In another embodiment,
R, 1s H, D, (C,-Cy) alkyl, halogen, (C,-C,,) aryl, or het-
eroaryl, wherein the alkyl, aryl, and heteroaryl are optionally
substituted with one or more R,,. In yet another embodi-
ment, R~ 1s H, D, (C,-C,) alkyl, (C,-C, ) aryl, or heteroaryl,
wherein the alkyl, aryl, and heteroaryl are optionally sub-
stituted with one or more R, ,. In another embodiment, R, 1s
H, D, (C,-C,) alkyl, (C,-C, ;) aryl, or heteroaryl, wherein the
alkyl, aryl, and heteroaryl are optionally substituted with one
or more R, . In yet another embodiment, R 1s H, (C.-C, )
aryl, or heteroaryl, wherein the alkyl, aryl, and heteroaryl are
optionally substituted with one or more R, ,.

In some embodiments of the Formulae above, R, 15 D,
(C,-Cy) alkyl, (C,-C;) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, CN, —(C,-C,)-alkylene-O(C,-C;)
alkyl, —(C,-Cj)-alkylene-aryl, —(C,-C,)-alkylene-het-
eroaryl, (C;-C,,) cycloalkyl, heterocycloalkyl, —(C,-C,)-
alkylene-O-aryl, —(C,-C,)-alkylene-O-heteroaryl, —O
(C5-Cyi)eycloalkyl, —S-heteroaryl, —C(O)R,,, —CO(O)
Rio. —C(ONRsR —S(O)Ris —S(0),NR,oRs,
—NR:5(0) R, —(Cy-Cy)-alkylene-NR  R,;, —NR ,C
(O)R50.  —NR,C(O)C(O)R,,;,  —NR ;C(O)NR R,
—P(O)((C,-Cy) alkyl),, —P(O)(aryl),, —S1Me,, —SF., or
—OR,,, wherein the alkyl, alkylene, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one or more R,. In another embodiment, Ry 1s D,
(C,-Cy) alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OR 4, CN, —C(O)R 5, —S(O) R .
—(C,-C5)-alkylene-NR ;o R,,, (Cs-C,,) aryl, heteroaryl,
(C.-Cy) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl are
optionally substituted with one or more R,. In another
embodiment, R, 1s D, (C,-C,) alkyl, (C,-C,) alkoxy, (C,-C,)
haloalkyl, (C,-C,) haloalkoxy, halogen, —OR,,, CN,
—C(O)R5, —5(0),R,5, —(Cy-C5)-alkylene-NR R,
(Cs-C, ) aryl, heteroaryl, (C;-Cy) cycloalkyl, or heterocy-
cloalkyl, wherein in the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with one to
three R,. In yet another embodiment, R, 1s D, (C,-C;) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy,
halogen, —OR 5, CN, —C(O)R |5, —S(O)_R o, —(C-C5)-
alkylene-NR |, R,,, (Cs-C,,) aryl, heteroaryl, (C;-C,)
cycloalkyl, or heterocycloalkyl, wherein 1n the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one to three R,.

In another embodiment, two R, together when on adjacent
atoms form a (C,-C,) cycloalkyl optionally substituted with
one or more R,,. In yet another embodiment, two R, together
when on adjacent atoms form a heterocycloalkyl ring
optionally substituted with one or more R,. In another
embodiment, two R, together when on adjacent atoms form
an aryl ring optionally substituted with one or more R,. In
another embodiment, two R, together when on adjacent
atoms form an heteroaryl ring optionally substituted with
one or more Ro.

In some embodiments of the Formulae above, R, 1is
(C,-Cy) alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, (C;-C,) cycloalkyl, heterocycloalkyl,
(Cs-C,,) aryl, heteroaryl, —NH,, —OH, —C(O)R,,,
—C(O)NR;,R,5, —NR,, C(O)R,,, —NR;;R,,,
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—S(0), Ry, —S(O),NR, R, —NR,,5(0) R, oxo,
—P(O)(C,-Cy) alkyl),, —P(O)(aryl),, —SiMe,, —SF.,
—O-aryl, CN, or —O-heteroaryl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one or more R,,. In another embodiment,
R, 1s (C,-C,) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl,
(C,-Cs) haloalkoxy, halogen, —C(O)R,;, —S(O) R,
—NR,,R,,, —OH, or CN. In yet another embodiment, R,
1s (C,-C,) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C;)
haloalkoxy, halogen, —C(O)R,;, —S(O)_R,,, —NR,,R,,,
—OH, or CN.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C4-C, ) aryl, heteroaryl, (Cs-C,) cycloalkyl,
or heterocycloalkyl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one or more R, .. In another embodiment, R,, 1s H,
(C,-Cy) alkyl, (C,-C, ) aryl, heteroaryl, (C.-C,) cycloalkyl,
or heterocycloalkyl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one to three R, . In yet another embodiment, R,, 1s H
or (C,-C,) alkyl optionally substituted with one to three R , ...

In another embodiment, R,, and R, together with the
nitrogen to which they are attached form a heterocycloalkyl
ring optionally substituted with one or more R .

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C4-C, ) aryl, heteroaryl, (Cs-C,) cycloalkyl,
or heterocycloalkyl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one or more R, .. In another embodiment, R, 1s H,
(C,-Cy) alkyl, (C,-C,,) aryl, heteroaryl, (C.-C,) cycloalkyl,
or heterocycloalkyl, wherein the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one to three R, .. In yet another embodiment, R,, 1s H
or (C,-C,) alkyl optionally substituted with one to three R ...

In some embodiments of the Formulae above, R, 1s D,
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, CN, —C(O)(C,-Cy) alkyl, —S(O),_
(C,-Cy) alkyl, (C,-C,) alkylamino, di{(C,-C,) alkylamino,
(Cs-C, ) aryl, heteroaryl, (C;-Cy) cycloalkyl, or heterocy-
cloalkyl, wherein in the alkyl, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with one or
more R, ;. In another embodiment, R, 1s D, (C,-C,) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy,
halogen, CN, —C(O)(C,-Cy) alkyl, —S(0O)_(C,-Cy) alkyl,
(C,-Cy) alkylamino, di(C,-C,) alkylamino, (C.-C,,) aryl,
heteroaryl, (C.-Cy) cycloalkyl, or heterocycloalkyl, wherein
in the alkyl, aryl, heteroaryl, cycloalkyl, and heterocy-
cloalkyl are optionally substituted with one to three R, ;.

In another embodiment, two R, together when on adja-
cent atoms form a (C;-C,) cycloalkyl optionally substituted
with one or more R, ;. In yet another embodiment, two R,
together when on adjacent atoms form a heterocycloalkyl
ring optionally substituted with one or more R, ;. In another
embodiment, two R, together when on adjacent atoms form
an aryl ring optionally substituted with one or more R, 5. In
yet another embodiment, two R, , together when on adjacent
atoms form an heteroaryl ring optionally substituted with
one or more R, ;.

In some embodiments of the Formulae above, R,; 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(0O)_(C,-Cy)
alkyl, —NH,, (C,-C,) alkylamino, di(C,-C,) alkylamino,
(Cx-C,,) aryl, heteroaryl, (C,-Cg) cycloalkyl, heterocy-
cloalkyl, —O-aryl, —O-heteroaryl, —O-heterocycloalkyl,

O—(C;-Cy)eycloalkyl, —OH, or CN, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl are
optionally substituted with one or more R,,. In another
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embodiment, R, ; 1s (C,-C;) alkyl, (C,-C,) alkoxy, (C,-C;)
haloalkyl, (C,-C,) haloalkoxy, halogen, —C(O)(C,-C;)
alkyl, —S(0)_(C,-C;) alkyl, (C,-C;) alkylamino, di(C,-Cy)
alkylamino, (C,-C,,) aryl, heteroaryl, (C;-Cy) cycloalkyl,
heterocycloalkyl, —O-aryl, —O-heteroaryl, —O-heterocy-
cloalkyl, —O—(C;-Cy)cycloalkyl, —OH, or CN, wherein
in the alkyl, aryl, heteroaryl, cycloalkyl, and heterocy-
cloalkyl are optionally substituted with one to three R, .

In some embodiments of the Formulae above, R, 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, CN, —C(O)(C,-Cy) alkyl, —S(O)_
(C,-C,) alkyl, —NH,, —OH, (C,-C,) alkylamino, di{C,-
Cs) alkylamino, (C-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein 1n the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are optionally

substituted with one or more R, .. In another embodiment,
R,, 15 (C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C) haloalkyl,
(C,-C,) haloalkoxy, halogen, CN, —C(O)(C,-C,) alkyl,
—5(0),(C,-Cy) alkyl, —NH,, —OH, (C,-Cy) alkylamino,
di(C,-Cy) alkylamino, (C.-C,,) aryl, heteroaryl, (C.-C,)
cycloalkyl, or heterocycloalkyl, wherein 1n the alkyl, aryl,
heteroaryl, cycloalkyl, and heterocycloalkyl are optionally
substituted with one to three R, <.

In some embodiments of the Formulae above, R,. 1s
(C,-C,) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —5(0)_(C,-Cq)
alkyl, (C,-C,) alkylamino, di(C, -C,) alkylamino, —OH, or
CN. In another embodiment, R, 1s (C,-C;) alkyl, (C,-C;)
alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy, halogen,
—C(O)(C,-Cy) alkyl, —S(0O)_(C,-C,) alkyl, (C,-C;) alky-
lamino, di(C,-C,) alkylamino, —OH, or CN.

In some embodiments of the Formulae above, R, 1s
(C,-Cy) alkyl, (C,-Cy) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, (C,-C,) hydroxyalkyl, —OH, CN,
—C(O)(C,-Cy) alkyl, —S(O)_(C,-Cy) alkyl, (C,-Cy) alky-
lamino, di(C,-Cy) alkylamino, (C,-C,,) aryl, heteroaryl,
(C.-Cy) cycloalkyl, or heterocycloalkyl, wherein in the
alkyl, aryl, heteroaryl, cycloalkyl, and heterocycloalkyl are
optionally substituted with one or more R,,. In another
embodiment, R, . 1s (C,-C,) alkyl, (C,-C,) alkoxy, (C,-C)
haloalkyl, (C,-C,) haloalkoxy, halogen, (C,-C,) hydroxy-
alkyl, —OH, CN, —C(O)(C,-Cy) alkyl, —S(0O)_(C,-Cy)
alkyl, (C,-C,) alkylamino, di(C,-C,) alkylamino, (C.-C, )
aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein 1n the alkyl, aryl, heteroaryl, cycloalkyl, and het-
erocycloalkyl are optionally substituted with one or three
R,-,. In yet another embodiment, R, 1s (C,-C;) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy,
halogen, (C,-C,) hydroxyalkyl, —OH, CN, —C(O)(C, -C;)
alkyl, —S(0)_(C,-C;) alkyl, (C,-Cy) alkylamino, di(C,-C;)
alkylamino, (C,-C, ) aryl, heteroaryl, (C.-Cy) cycloalkyl, or
heterocycloalkyl, wherein i1n the alkyl, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl are optionally substituted
with one or three R, -.

In some embodiments of the Formulae above, R, . 1s
(C,-Cs) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(0)_(C,-Cq)
alkyl, —NH,, (C,-C,) alkylamino, di(C,-C,) alkylamino,
—OH, or CN. In another embodiment, R, 5 1s (C,-C;) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy,
halogen, —C(O)(C,-C;) alkyl, —S(0) (C,-C;) alkyl,
—NH,, (C,-C) alkylamino, di(C,-C,) alkylamino, —OH,
or CN.

In some embodiments of the Formulae above, R,q 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, —NH,, or CN. In another
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embodiment, R, 1s (C,-C;) alkyl, (C,-C,) alkoxy, (C,-C;)
haloalkyl, (C,-C,) haloalkoxy, halogen, —OH, —NH,, or
CN.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-Cj) alkenyl, (C,-C,) alkynyl, (C-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and hetero-
cycloalkyl are optionally substituted with one or more R, ;.
In another embodiment, R, 1s H, (C,-C,) alkyl, (C,-C)
alkenyl, (C,-C,) alkynyl, (C,-C, ) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl and heterocycloalkyl are optionally
substituted with one to three R.,;.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and hetero-

cycloalkyl are optionally substituted with one or more R.,;.
In another embodiment, R,, 1s H, (C,-C,) alkyl, (C,-C)
alkenyl, (C,-C) alkynyl, (C,-C, ,) aryl, heteroaryl, (C.-C,)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl and heterocycloalkyl are optionally
substituted with one to three R.,;.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,)
aryl, heteroaryl, (C.-Cg) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and hetero-
cycloalkyl are optionally substituted with one or more R, ;.
In another embodiment, R,, 1s H, (C,-C;) alkyl, (C,-C,)
alkenyl, (C,-C,) alkynyl, (C.-C, ) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl and heterocycloalkyl are optionally
substituted with one to three R.,;.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C4-C, )
aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl,
wherein the alkyl, aryl, heteroaryl, cycloalkyl and hetero-
cycloalkyl are optionally substituted with one or more R.,;.
In another embodiment, R,, 1s H, (C,-C,) alkyl, (C,-C,)
alkenyl, (C,-C,) alkynyl, (C.-C, ) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl, wherein the alkyl, aryl,
heteroaryl, cycloalkyl and heterocycloalkyl are optionally
substituted with one to three R.,;.

In some embodiments of the Formulae above, R,; 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —OH, or CN. In another embodiment,
R, 1s (C,-C;) alkyl, (C,-C,) alkoxy, (C,-C;) haloalkyl,
(C,-C,) haloalkoxy, halogen, —OH, or CN.

In some embodiments of the Formulae above, R, 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C)
haloalkoxy, halogen, —NR,sC(O)R,4, —NR,55(0) R,
—C(O)R,5, —C(O)NR,5R,5, —NR55R56, —S(0) Ros.
—S(0),NR,sR,5. —P(O)(C,-Cy) alkyl),, —P(O)(aryl),.
—S1iMe;, —SF., —OH, or CN.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,)
aryl, heteroaryl, (C-C,) cycloalkyl, or heterocycloalkyl. In
another embodiment, R, 1s H, (C,-C,) alkyl, (C,-C,) alk-
enyl, (C,-C,) alkynyl, (C-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl.

In some embodiments of the Formulae above, R, 1s H,
(C,-Cy) alkyl, (C,-C,) alkenyl, (C,-C,) alkynyl, (C.-C,,)
aryl, heteroaryl, (C;-C,) cycloalkyl, or heterocycloalkyl. In
another embodiment, R, 1s H, (C,-C,) alkyl, (C,-C,) alk-
enyl, (C,-C,) alkynyl, (C-C,,) aryl, heteroaryl, (C;-Cy)
cycloalkyl, or heterocycloalkyl.
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In some embodiments of the Formulate above, R,- 1s
(C,-Cy) alkyl, (C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C/)
haloalkoxy, halogen, —C(O)(C,-Cy) alkyl, —S(O)_(C,-Cy)
alkyl, —NH,, (C,-C,) alkylamino, di(C,-C,) alkylamino,
—OH, or CN. In another embodiment, R,- 1s (C,-C,) alkyl,
(C,-C,) alkoxy, (C,-C,) haloalkyl, (C,-C,) haloalkoxy,
halogen, —C(O)(C,-C,) alkyl, —S(0) (C,-C,) alkyl,
—NH,, (C,-C,) alkylamino, di(C,-C,) alkylamino, —OH,
or CN.

In some embodiments of the Formulae above, m 1s 0, 1,
2,3, or 4. In another embodiment, m 1s O, 1, 2, or 3. In yet
another embodiment, m1s 0, 1, or 2. In another embodiment,
m 1s O or 1. In yet another embodiment, m 1s 0. In another
embodiment, m 1s 1. In yet another embodiment, m 1s 2. In
yet another embodiment, m 1s 3. In yet another embodiment,
m 1s 4.

In some embodiments of the Formulae above, n1s 0, 1, 2,
or 3. In another embodiment, n 1s 0, 1, or 2. In yet another
embodiment, n 1s 0 or 1. In another embodiment, n 1s 0. In
yet another embodiment, n 1s 1. In another embodiment, n 1s
2. In yet another embodiment, n 1s 3.

In some embodiments of the Formulae above, q1s 0, 1, or
2. In another embodiment, g 1s 0. In yet another embodi-
ment, q 1s 1. In another embodiment, q 1s 2.

In some embodiments of the formula above, X, 1s C.
In some embodiments of the formula above, X, 1s S and
X5 1s N.

In some embodiments of the formula above, X, 15 NR
and X5 1s CR,.

In some embodlments of the formula above, R, 1s OH.
In some embodiments of the formula above, R, 15 H(C-
. 4) aryl, or heteroaryl.
In some embodiments o
In some embodiments o
In some embodiments of the formul
In some embodiments of the formula above, R, 1s H.

In some embodiments of the Formulae above, X 1s C. In
another embodiment, X, 1s C and X, 1s C. In yet another

embodiment, X, 1s C, X2 1s C, and X5 1s N. In another
embodiment, X, 1s C, X, 1s C, X, 1s N, and R, 1s OH. In yet

another embodlment X, ISC X, ISC X518 N, R 1s OH, and
R, 15 (C,-C,) alkyl, (Cﬁ-Cl 4) aryl, or NRIDRl . wherein the
alkyl and aryl are optionally substituted with one or more
R,. In another embodiment, X, 1s C, X, 1s C, X5 1s N, R, 1s
OH, R, 1s (C,-C,) alkyl, (C.-C, ) aryl, or NR,,R,,, wherein
the alkyl and aryl are optionally substituted with one or more
R,, and R, 15 (C,-C,) alkyl or (C.-C,,) aryl, wherein the
alkyl and aryl are optionally substituted with one or more
R,,. In yet another embodiment, X, 1s C, X, 1s C, X, 1s N,
R, 1s OH, R, 1s (C,-C,) alkyl, (C.-C,,) aryl, or NR,,R,;,
wherein the alkyl and aryl are optionally substituted with
one or more Rq, R, 1s (C,-C,) alkyl or (C,-C, ) aryl, wherein
the alkyl and aryl are optionally substituted with one or more
R,,, and R; 1s H. In another embodiment, X, 1s C, X, 1s C,
X5 1s N, R, 1s OH, R, 1s (C,-C,) alkyl, (C,-C,,) arvl, or
NR,,R,,, wherein the alkyl and aryl are optionally substi-
tuted with one or more Ry, R, 1s (C,-C,) alkyl or (C,-C, )
aryl, wherein the alkyl and aryl are optionally substituted
with one or more R,,, R 1s H, and R., 1s H.

In some embodiments of the Formulae above, X, 1s C. In
another embodiment, X, 1s C and X, 1s N. In yet another
embodiment, X, 15 C, X, 1s N, and X, 1s CR,. In another
embodiment, X, 1s C, X, 1s N, X, 1s CRT, and R, 1s OH. In
yet another embodlment X, 1sC, X,1s N, X, 15 CR7, R, 1s
OH and R, 15 (C,;-C,) alkyl (Cq C14) aryl or NRIDRH,,
wherein the alkyl and aryl are optionally substituted with
one or more Ry. In another embodiment, X, 1s C, X, 1s N,

{ the formula above, R 1s H.

of the formula above, R 1s H.
la above, R, 1s H.
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X518 CR,, R, 1s OH, R, 1s (C,-C,) alkyl, (C,-C,,) arvyl, or
NR,,R,,, wherein the alkyl and aryl are optionally substi-
tuted with one or more Ry, and R, 1s (C,-C,) alkyl or
(C-C,4) aryl, wherein the alkyl and aryl are optionally
substituted with one or more R,,. In another embodiment,
X, 1sC, X, 15 N, X;1s CR-,, R, 1s OH, R, 15 (C,-C,) alkyl,
(Cs-C,4) aryl, or NR,,R,,, whereimn the alkyl and aryl are
optionally substituted with one or more Ry, R, 15 (C,-C))
alkyl or (C,-C,,) aryl, wherein the alkyl and aryl are

optionally substituted with one or more R, ,, and R< 1s H. In
another embodiment, X, 1s C, X, 1s N, X, 1s CR,, R, 1s OH,
R, 1s (C,-C,) alkyl, (C,-C, ) arvl, or NR,,R,,, wherein the
alkyl and aryl are optionally substituted with one or more
R,, R, 15 (C,-C,) alkyl or (C,-C,,) aryl, wherein the alkyl
and aryl are optionally substituted with one or more R, R.
1s H and R.. 1s H. In yet another embodiment, X, 1s C, X,
1s N, X, 1s CR,, R, 1s OH, R, 15 (C,-C,) alkyl, (C,-C, ,) aryl,
or NR,,R,,;, wherein the alkyl and aryl are optionally
substituted with one or more Ry, R, 1s (C,-C,) alkyl or
(Cx-C,,) aryl, wherein the alkyl and aryl are optionally
substituted with one or more R, ,, R 1s H, R<. 1s H, and R,
1s H.

Non-limiting 1illustrative compounds of the disclosure
include:
6-1[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-ylmethyl } -

3-phenyl-6H,7H-[1,2]thiazolo[4,5-d|[pyrimidin-7-one

(I-1);
6-{[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-yl]methyl} -

3-(4-methoxyphenyl)-6H,7H-[ 1,2]thiazolo[4,5-d[pyrimi-

din-7-one (I-2);
3-(4-fluorophenyl)-6-{[4-hydroxy-1-(4-methoxybenzoyl)

piperidin-4-yllmethyl }-6H,7H-[1,2]thiazolo[4,5-d]py-

rimidin-7-one (I-3);
6-{[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-yl]methyl} -

3-[3-(hydroxymethyl)phenyl]-6H,7H-[ 1,2 ]thiazolo[4,5-

d]pyrimidin-7-one (1-4);
6-1[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-ylmethyl } -

3-(4-fluorophenyl)-1H,6H,7H-pyrazolo[4,3-d[pyrimidin-

7-one (I-5);
6-1[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-ylmethyl } -

3-(4-methoxyphenyl)-1H, 6H,7H-pyrazolo[4,3-d]pyrimi-

din-7-one (1-6);
6-{[4-hydroxy-1-(4-methoxybenzoyl)piperidin-4-yl]

methyl}-3-phenyl-1H,6H,7H-pyrazolo|[4,3-d|pyrimidin-

7-one (I-7);
6-{[4-hydroxy-1-(4-methoxybenzoyl)piperidin-4-yl]

methyl}-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d]pyrimidin-

7-one (I-8);
3-(4-fluoro-3-methoxyphenyl)-6-{[1-(4-fluorobenzoyl)-4-

hydroxypiperidin-4-yl]methyl}-6H,7H-[1,2]thiazolo[4,5-

d]pyrimidin-7-one (I-9);
3-(4-fluorophenyl)-6-({4-hydroxy-1-[5-(4-methylpiperazin-

1-yl)pyridine-2-carbonyl]|piperidin-4-yl } methyl)-6H, 7H-

[1,2]thiazolo[4,5-d]pyrimidin-7-one (I-10);
6-{[4-hydroxy-1-(3-phenylbutanoyl)piperidin-4-yl]

methyl}-3-phenyl-6H,7H-[ 1,2]thiazolo[4,5-d]pyrimidin-

7-one (I-11);
6-({4-hydroxy-1-[(3 S)-3-phenylbutanoyl]piperidin-4-

yl}methyl)-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d]pyrimi-

din-7-one (I-12);
6-({4-hydroxy-1-[(3R)-3-phenylbutanoyl]piperidin-4-

yl}methyl)-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d |pyrimi-

din-7-one (I-13);
6-({4-hydroxy-1-[3-(1H-pyrazol-1-yl)butanoyl]piperidin-4-

yl}methyl)-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d|pyrimi-

din-7-one (I-14);
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6-({4-hydroxy-1-[(3  S)-3-(1H-pyrazol-1-yl)butanoyl]pip-
eridin-4-yl }methyl)-3-phenyl-6H,7H-[ 1,2]thiazolo[4,5-d]
pyrimidin-7-one (I-13);

6-({4-hydroxy-1-[(3R)-3-(1H-pyrazol-1-yl)butanoyl|piperi-
din-4-yl}methyl)-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d]

pyrimidin-7-one (I-16);
6-{[1-(4,4-difluoro-3-phenylbutanoyl)-4-hydroxypiperidin-

4-yl|methyl}-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d]py-

rimidin-7-one (I-17);
6-({1-[(3R)-4,4-difluoro-3-phenylbutanoyl]-4-hydroxypip-

eridin-4-yl tmethyl)-3-phenyl-6H,7H-[1,2]thiazolo[4,5-d]

pyrimidin-7-one (I-18);

6-({1-[(3 S)-4,4-difluoro-3-phenylbutanoyl]-4-hydroxypip-
eridin-4-yl methyl)-3-phenyl-6H, 7H-[1,2]thiazolo[4,5-
d]pyrimidin-7-one (I-19);

3-(4-fluorophenyl)-6-{[4-hydroxy-1-(4-methoxybenzoyl)
piperidin-4-yllmethyl}-1H,  6H,7H-pyrazolo[4,3-d]py-

rimidin-7-one (1-20);
6-{[4-hydroxy-1-(4-methoxybenzoyl)piperidin-4-yl|

methyl}-3-(4-methoxyphenyl)-1H,6H,7H-pyrazolo[4,3-

d]pyrimidin-7-one (I-21);
4-({3-[4-fluoro-3-(piperazin-1-yl)phenyl]-7-oxo0-6H,7H-[ 1,

2]thiazolo[4,5-d]pyrimidin-6-yl}methyl)-4-hydroxy-N,

N-dimethylpiperidine-1-carboxamide (I-22);
6-1[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-yl|methyl } -

3-[4-(hydroxymethyl)phenyl]-6H,7H-[1,2]thiazolo[4,53-

d]pyrimidin-7-one (I-23);
6-{[4-hydroxy-1-(4-methoxybenzoyl)piperidin-4-yl|

methyl}-3-[4-(hydroxymethyl)phenyl]-6H,7H- 1,2]thi-

azolo[4,5-d]pyrimidin-7-one (1-24);
3-(4-fluorophenyl)-6-{[4-hydroxy-1-(4,4,4-trifluorobu-

tanoyl)piperidin-4-yl|methyl }-6H,7H-[ 1,2]thiazolo[4,5-

d]pyrimidin-7-one (I1-23);
4-hydroxy-N,N-dimethyl-4-{[7-0x0-3-(4-{[2-(piperidin-1-
yDethyl]amino }phenyl)-6H,7H-[1,2]thiazolo[4,5-d]py-

rimidin-6-yl|methyl } piperidine-1-carboxamide (I-26);
1-[2-(3-{6-[(1-cyclopropanecarbonyl-4-hydroxypiperidin-

4-yDmethyl]-7-oxo-6H,7H-[1,2]thiazolo[4,5-d]pyrimi-

din-3-yl}phenoxy)ethyl]imidazolidin-2-one (I-27);
3-({4-hydroxy-1-[(3R)-3-phenylbutanoyl|piperidin-4-

yl }methyl)-3H,4H,SH-pyrrolo[3,2-d]pyrimidin-4-one

(1-28);
6-[(1-benzoyl-4-hydroxypiperidin-4-yl)methyl]-3-phenyl-

1H,6H,7H-pyrazolo[4,3-d]pyrimidin-7-one (I-29);
6-{[1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-yl]methyl} -

3-(4-fluorophenyl)-6H,7H-[ 1,2 ]thiazolo[4,5-d]pyrimi-

din-7-one (I-30); and
6-{[4-hydroxy-1-(4-methoxybenzoyl)piperidin-4-yl|
methyl}-3-(4-methoxyphenyl)-6H,7H-[1,2]thiazolo[4,5-

d]pyrimidin-7-one (I-31).

In another embodiment of the disclosure, the compounds
of Formula (I) are enantiomers. In some embodiments the
compounds are the (S)-enantiomer. In other embodiments
the compounds are the (R)-enantiomer. In yet other embodi-
ments, the compounds of Formula (I) may be (+) or (-)
enantiomers.

It should be understood that all 1someric forms are
included within the present disclosure, including mixtures
thereol. If the compound contains a double bond, the sub-
stituent may be 1n the E or Z configuration. If the compound
contains a disubstituted cycloalkyl, the cycloalkyl substitu-
ent may have a cis- or trans configuration. All tautomeric
forms are also intended to be included.

Compounds of the disclosure, and pharmaceutically
acceptable salts, hydrates, solvates, stereoisomers and pro-
drugs thereol may exist in their tautomeric form (for
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example, as an amide or imino ether). All such tautomeric
forms are contemplated herein as part of the present disclo-
sure.

The compounds of the disclosure may contain asymmetric
or chiral centers, and, therefore, exist in diflerent stereoiso-
meric forms. It 1s intended that all stereoisomeric forms of

the compounds of the disclosure as well as mixtures thereof,
including racemic mixtures, form part of the present disclo-
sure. In addition, the present disclosure embraces all geo-
metric and positional 1somers. For example, 11 a compound
of the disclosure incorporates a double bond or a fused ring,
both the cis- and trans-forms, as well as mixtures, are
embraced within the scope of the disclosure. Each com-
pound herein disclosed includes all the enantiomers that
conform to the general structure of the compound. The
compounds may be 1n a racemic or enantiomerically pure
form, or any other form in terms of stereochemistry. The
assay results may reflect the data collected for the racemic
form, the enantiomerically pure form, or any other form 1n
terms of sterecochemaistry.

Diastereomeric mixtures can be separated into their indi-
vidual diastereomers on the basis of their physical chemical
differences by methods well known to those skilled in the
art, such as, for example, by chromatography and/or frac-
tional crystallization. Enantiomers can be separated by con-
verting the enantiomeric mixture mto a diastereomeric mix-
ture by reaction with an appropriate optically active
compound (e.g., chiral auxiliary such as a chiral alcohol or
Mosher’s acid chloride), separating the diastereomers and
converting (e.g., hydrolyzing) the individual diastereomers
to the corresponding pure enantiomers. Also, some of the
compounds of the disclosure may be atropisomers (e.g.,
substituted biaryls) and are considered as part of this dis-
closure. Enantiomers can also be separated by use of a chiral
HPLC column.

It 1s also possible that the compounds of the disclosure
may exist in different tautomeric forms, and all such forms
are embraced within the scope of the disclosure. Also, for
example, all keto-enol and 1mine-enamine forms of the
compounds are included 1n the disclosure.

All stereoisomers (for example, geometric 1somers, opti-
cal 1isomers and the like) of the present compounds (includ-
ing those of the salts, solvates, esters and prodrugs of the
compounds as well as the salts, solvates and esters of the
prodrugs), such as those which may exist due to asymmetric
carbons on various substituents, ncluding enantiomeric
forms (which may exist even 1n the absence of asymmetric
carbons), rotameric forms, atropisomers, and diastereomeric
forms, are contemplated within the scope of this disclosure,
as are positional 1somers (such as, for example, 4-pyridyl
and 3-pynidyl). (For example, 1f a compound of Formula (I)
incorporates a double bond or a fused ring, both the ci1s- and
trans-forms, as well as mixtures, are embraced within the
scope of the disclosure. Also, for example, all keto-enol and
imine-enamine forms of the compounds are included 1n the
disclosure.) Individual stereoisomers of the compounds of
the disclosure may, for example, be substantially free of
other 1somers, or may be admixed, for example, as race-
mates or with all other, or other selected, stereoisomers. The
chiral centers of the present disclosure can have the S or R

configuration as defined by the IUPAC 1974 Recommenda-
tions. The use of the terms “salt”, “solvate”, “ester,” “pro-
drug” and the like, 1s mtended to equally apply to the salt,
solvate, ester and prodrug of enantiomers, stereoisomers,
rotamers, tautomers, positional 1somers, racemates or prod-

rugs of the mventive compounds.
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The compounds of Formula I may form salts which are
also within the scope of this disclosure. Reference to a
compound of the Formula herein 1s understood to include
reference to salts thereof, unless otherwise indicated.

The present disclosure relates to compounds which are
modulators of USP7. In one embodiment, the compounds of
the present disclosure are inhibitors of USP7.

The disclosure 1s directed to compounds as described
herein and pharmaceutically acceptable salts, hydrates, sol-
vates, prodrugs, stereoisomers, or tautomers thereof, and
pharmaceutical compositions comprising one or more com-
pounds as described herein, or pharmaceutically acceptable
salts, hydrates, solvates, prodrugs, stereoisomers, or tautom-
ers thereof.

Method of Synthesizing the Compounds

The compounds of the present disclosure may be made by
a variety ol methods, including standard chemistry. Suitable
synthetic routes are depicted 1n the Schemes given below.

The compounds of Formula (I) may be prepared by
methods known 1n the art of organic synthesis as set forth in
part by the following synthetic schemes. In the schemes
described below, 1t 1s well understood that protecting groups
for sensitive or reactive groups are employed where neces-
sary 1n accordance with general principles or chemistry.
Protecting groups are manipulated according to standard
methods of organic synthesis (I. W. Greene and P. G. M.
Wuts, “Protective Groups in Organic Synthesis”, Third
edition, Wiley, New York 1999). These groups are removed
at a convenient stage of the compound synthesis using
methods that are readily apparent to those skilled 1n the art.
The selection processes, as well as the reaction conditions
and order of their execution, shall be consistent with the
preparation ol compounds of Formula (I).

Those skilled 1in the art will recognize if a stereocenter
exists 1 the compounds of Formula (I). Accordingly, the
present disclosure includes both possible stereoisomers (un-
less specified 1n the synthesis) and includes not only racemic
compounds but the individual enantiomers and/or diaste-
reomers as well. When a compound 1s desired as a single
enantiomer or diastercomer, 1t may be obtained by stereo-
specific synthesis or by resolution of the final product or any
convenient intermediate. Resolution of the final product, an
intermediate, or a starting material may be affected by any
suitable method known 1n the art. See, for example, “Ste-
reochemistry of Organic Compounds™ by E. L. Eliel, S. H.
Wilen, and L. N. Mander (Wiley-Interscience, 1994).

The compounds described herein may be made from
commercially available starting materials or synthesized
using known organic, imorganic, and/or enzymatic pro-
Cesses.

Preparation of Compounds

The compounds of the present disclosure can be prepared
in a number of ways well known to those skilled in the art
of organic synthesis. By way of example, compounds of the
present disclosure can be synthesized using the methods
described below, together with synthetic methods known 1n
the art of synthetic organic chemistry, or variations thereon
as appreciated by those skilled 1n the art. Preferred methods
include but are not limited to those methods described
below. Compounds of the present disclosure can be synthe-
s1zed by following the steps outlined 1n General Schemes 1,
2, and 3 which comprise diflerent sequences of assembling
intermediates Ia-Iw. Starting materials are either commer-
cially available or made by known procedures in the
reported literature or as illustrated.
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(eneral Scheme 1
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wherein R,-R, X, m, and n are defined as 1n Formula (I).

The general way of preparing compounds of Formula (1)
by using intermediates Ia, Ib, Ic, Id, Ie, If, and Ig 1s outlined
in General Scheme 1. Reaction of Ia with piperidine and
trimethoxyalkane, 1 solvent, e.g., dimethyliformamide
(DMF), at elevated temperatures provides intermediate Ib.
Treatment of Ib with a strong acid, e.g., hydrochloric acid 1n

a solvent, e.g., water at elevated temperature provides inter-
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mediate Ic. Amination of Ic with an aminoacetate using an
acid, e.g., para-toluenesulfonic acid, in a solvent, e.g., tolu-
ene, at elevated temperatures provides intermediate Id. Inter-
mediate Ie can be obtained by treatment of Id with a base,
¢.g., sodium ethoxide, 1n a solvent, e.g., ethanol, at elevated
temperatures. Hydrolysis of Ie with a base, e.g., lithium
hydroxide, 1n a solvent, e.g., tetrahydrofuran and water,
provides carboxylic acid intermediate If. Coupling of acid IT
and amine Ih using a coupling reagent, e.g., 2-(7-Aza-1H-
benzotriazole-1-y1)-1,1,3,3-tetramethyluronium hexatluoro-
phosphate (HATU), or O-benzotriazole-N,N,N'.N'-tetram-
cthyl-urontum-hexafluoro-phosphate (HBTU), and a base,
¢.g., triethylamine or N,N-diisopropylethylamine (DIPEA),
in a solvent, e.g., dichloromethane or DMF provides Inter-
mediate Ig. Cyclization of Ig and trimethoxymethane
optionally 1n a solvent at elevated temperature provides
compounds of Formula (I).

(reneral Scheme 2
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-continued

OH Ry,
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(D)

wherein R,-R, X,, m, and n are defined as in Formula (I).

Alternatively, molecules of Formula I can be prepared
using intermediates I1, Iy, Ik, Ila, Ilb, Im, In, Io, and Iw as
outlined 1n General Scheme 2. Reduction of the nitro group
in intermediate I1 with palladium on carbon 1n solvent, e.g.,
methanol, under an atmosphere of hydrogen gas provides
intermediate I;. Bromination of Ij using N-bromosuccina-
mide 1n a solvent (e.g., tetrahydrofuran and/or acetonitrile)
provides mtermediate Ik. Coupling of Ik with an arylboronic
acid or heteroarylboronic acid using a catalytic amount of a
palladium catalyst, e.g., tetrakis[triphenylphosphine]palla-
dium(0), and a base, e.g., tribasic potassium phosphate, 1n a
solvent, e.g., dioxane and/or water at elevated temperature
provides a mixture of Ila and Ilb. Intermediate Im 1s then

prepared by cyclization of Ila and Ilb and formamidine
acetate salt 1n a solvent, e.g., ethanol, at an elevated tem-
perature. Alkylation of Im with Iw using a base, ¢.g., cestum
carbonate, 1n a solvent, e.g., dimethylformamide (DMF),

yields In. Deprotection of intermediate In using a strong acid
such as trifluoroacetic acid (TFA) 1n a solvent, e.g., dichlo-
romethane (DCM) yields Io. Acylation of intermediate Io to

produce a compound of Formula (I) where X, 1s C can be
accomplished by coupling of an acid under standard cou-
pling conditions using a coupling reagent, e.g., 2-(7-Aza-
1H-benzotrniazole-1-y1)-1,1,3,3-tetramethyluronium

hexafluorophosphate (HATU), or O-benzotriazole-N,N,N',

N'-tetramethyl-uronium-hexafluoro-phosphate (HBTU), and

a base, e.g., tricthylamine or N,N-diisopropylethylamine
(DIPEA), 1n a solvent, e.g., dichloromethane or DMF to
provide compounds of Formula (I). Alternatively, interme-

diate Io can be acylated with an acid chloride or carbamoyl
chloride using a base, e.g., triethylamine or DIPEA, and 1n
a solvent, e.g., dichloromethane, to produce a compound of
Formula (I) where X, 1s C. For synthesis of compounds of
Formula (I) where X, 1s S or S(O), intermediate Io 1s treated
with a sulfonyl chloride or a sulfinic chloride and a base,

¢.g., tricthylamine or N,N-duisopropylethylamine (DIPEA),

in a solvent, e.g., dichloromethane, DMF to provide the
desired product of Formula (I).
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wherein R,-R, X, m, and n are defined as in Formula (I).
Molecules of Formula 1 can also be prepared using
intermediates Ip, Iq, Ir, Is, It, Iu, Iv, and Iw as outlined above
in General Scheme 3. Reaction of Ip with a base, e.g.,
sodium ethoxide and isopentyl nitrite, 1n solvent provides

intermediate I1g. Intermediate Ir 1s prepared by reacting Iq
with 4-methylbenzenesulfonyl chloride and a base (e.g.,

triethylamine) 1n a solvent (e.g., dichloromethane). Cycliza-
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tion of Is with ethyl 2-mercaptoacetate using a base, e.g.,
triethylamine, 1n a solvent, e.g., methanol provides interme-
diate Is. Intermediate It can be prepared by cyclizing Is and
formamide optionally 1n solvent at elevated temperature.
Alkylation of It with Iw using a base, e.g., cesium carbonate,
in a solvent, e.g., dimethylformamide (DMF), yields Iu.
Deprotection of intermediate Iu using a strong acid such as
trifluoroacetic acid (TFA) 1n a solvent, e.g., dichloromethane
(DCM) vields Iv. Acylation of intermediate Iv to produce a
compound of Formula (I) where X, 1s C can be accom-
plished by coupling of an acid under standard coupling
conditions using a coupling reagent, e¢.g., 2-(7-Aza-1H-
benzotriazole-1-y1)-1,1,3,3-tetramethyluronium hexatluoro-
phosphate (HATU), or O-benzotriazole-N,N,N'.N'-tetram-
cthyl-urontum-hexafluoro-phosphate (HBTU), and a base,
¢.g., tricthylamine or N,N-duisopropylethylamine (DIPEA),
in a solvent, e.g., dichloromethane or DMF to provide
compounds of Formula (I). Alternatively, intermediate Iv,
can be acylated with an acid chloride or carbamoyl chlornde
using a base, e.g., tricthylamine or DIPEA, and 1n a solvent,
¢.g., dichloromethane, to produce a compound of Formula
(I) where X, 1s C. For synthesis of compounds of Formula
(I) where X, 1s S or S(O), intermediate Iv 1s treated with a
sulfonyl chloride or a sulfinic chloride and a base, e.g.,
triethylamine or N,N-diisopropylethylamine (DIPEA), in a
solvent, e.g., dichloromethane, DMF to provide the desired
product of Formula (I).

A mixture of enantiomers, diastereomers, cis/trans 1S0-
mers resulting from the process described above can be
separated into their single components by chiral salt tech-
nique, chromatography using normal phase, reverse phase or
chiral column, depending on the nature of the separation.

It should be understood that in the description and for-
mula shown above, the various groups R,-R,, X,, and other
variables are as defined above, except where otherwise
indicated. Furthermore, for synthetic purposes, the com-
pounds of General Schemes 1, 2, and 3 are mere represen-
tative with elected radicals to 1llustrate the general synthetic
methodology of the compounds of Formula (I) as defined
herein.

Methods of Using the Disclosed Compounds

Another aspect of the disclosure relates to a method of
treating a disease or disorder associated with modulation of
USP7/. The method comprises administering to a patient in
need of a treatment for diseases or disorders associated with
modulation of USP7 an eflective amount the compositions

and compounds of Formula (I).

In another aspect, the present disclosure 1s directed to a
method of mhibiting USP7. The method 1mnvolves adminis-
tering to a patient 1n need thereof an eflective amount of a
compound of Formula (I).

Another aspect of the present disclosure relates to a
method of treating, preventing, inhibiting or eliminating a
disease or disorder 1n a patient associated with the inhibition
of USP7/, the method comprising administering to a patient
in need thereol an effective amount of a compound of
Formula (I). In one embodiment, the disease or disorder 1s
selected from the group consisting of cancer and metastasis,
neurodegenerative diseases, immunological disorders, dia-
betes, bone and joint diseases, osteoporosis, arthritis intlam-
matory disorders, cardiovascular diseases, 1schemic dis-
cases, viral infections and diseases, viral infectivity and/or
latency, and bacterial infections and diseases.

The present disclosure also relates to the use of an
inhibitor of USP7 for the preparation of a medicament used
in the treatment, prevention, inhibition or elimination of a
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disease or condition mediated by USP’/, wherein the medi-
cament comprises a compound of Formula (I).

In another aspect, the present disclosure relates to a
method for the manufacture of a medicament for treating,
preventing, inhibiting, or eliminating a disease or condition
mediated by USP7, wherein the medicament comprises a
compound of Formula (I).

Another aspect of the present disclosure relates to a
compound of Formula (I) for use in the manufacture of a
medicament for treating a disease associated with inhibiting,
USP7.

In another aspect, the present disclosure relates to the use
of a compound of Formula (I) 1n the treatment of a disease
associated with inhibiting USP7/.

Another aspect of the disclosure relates to a method of
treating cancer. The method comprises administering to a
patient 1mn need thereof an eflective amount of a compound
of Formula (I).

In another aspect, the present disclosure relates to a
method of treating a neurodegenerative disease. The method
comprises administering to a patient in need thereof an
ellective amount of a compound of Formula (I).

Another aspect of the disclosure relates to a method of
treating a viral infection and disease. The method comprises
administering to a patient in need thereof an eflective
amount of a compound of Formula (I).

In another aspect, the present disclosure relates to a
method of treating an intflammatory disease or condition.
The method comprises administering to a patient 1n need
thereol an effective amount of a compound of Formula (I).

Another aspect of the disclosure relates to a method of
inducing cell cycle arrest, apoptosis 1 tumor cells, and/or
enhanced tumor-specific T cell immunity. The method com-
prises contacting the cells with an eflfective amount of a
compound of Formula (I).

In one embodiment, the present disclosure relates to the
use of an inhlibitor of USP7 for the preparation of a medi-
cament used 1n treatment, prevention, imhibition or elimina-
tion of a disease or disorder associated with associated with
cancer and metastasis, neurodegenerative diseases, 1mmu-
nological disorders, diabetes, bone and joint diseases, osteo-
porosis, arthritis inflammatory disorders, cardiovascular dis-
eases, 1schemic diseases, viral infections and diseases, viral
infectivity and/or latency, and bactenial infections and dis-
€ases.

In another embodiment, the present disclosure relates to a
compound of Formula (I) or a pharmaceutical composition
comprising a compound of the present disclosure and a
pharmaceutically acceptable carrier used for the treatment of
cancers including, but not limited to, liposarcoma, neuro-
blastoma, glioblastoma, bladder cancer, adrenocortical can-
cer, multiple myeloma, colorectal cancer, non-small cell
lung cancer, Human Papilloma Virus-associated cervical,
oropharyngeal, penis, anal, thyroid or vaginal cancer or
Epstein-Barr Virus-associated nasopharyngeal carcinoma,
gastric cancer, rectal cancer, thyroid cancer, Hodgkin lym-
phoma or diffuse large B-cell lymphoma.

In some embodiments, the patient 1s selected for treatment
based on gene amplification and/or elevated tumor expres-
sion of USP7, MDM?2 or MDM4 relative to tissue-matched
expression. In other embodiments, the patient 1s selected for
the treatment based on tumor expression of wild type TP53
or based on the tumor immune cell composition, specifically
clevated regulatory T lymphocytes, CD4+CD25+FoxP3+ T
cells.

In some embodiments, administration of a compound of
Formula (I) or a pharmaceutical composition comprising a
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compound of the present disclosure and a pharmaceutically
acceptable carrier induces a change in the cell cycle or cell
viability.

For example, the change 1n the cell cycle or cell viability
may be indicated by decreased tumor levels of MDM?2
protein and/or increased levels of TP53, CDKNIA (p21,

Cipl), PUMA or BAX or by increased expression of one or
more pS53 target genes. In one embodiment, the p53 target
genes include, but are not limited to, CDKNI1A (p21, Cipl),

BBC3 (PUMA), BAX or MDM2.

In another embodiment, the present disclosure relates to a
compound of Formula (I) or a pharmaceutical composition
comprising a compound of the present disclosure and a
pharmaceutically acceptable carrier used for the treatment of
neurodegenerative diseases including, but not limited to,
Alzheimer’s disease, multiple sclerosis, Huntington’s dis-
case, infectious memngitis, encephalomyelitis, Parkinson’s
disease, amyotrophic lateral sclerosis, or encephalitis.

Another embodiment of the present disclosure relates to a
compound of Formula (I) or a pharmaceutical composition
comprising a compound of the present disclosure and a
pharmaceutically acceptable carrier used for the treatment of
viral mifections and diseases including but not limited to,
herpes simplex-1 or -2 viral infections, hepatitis A, hepatitis
C, SARS coronavirus infection and disease, Epstein-Barr
virus, rhinoviral infections and diseases, adenoviral infec-
tions and diseases, or poliomyelitis.

In another embodiment, the present disclosure relates to a
compound of Formula (I) or a pharmaceutical composition
comprising a compound of the present disclosure and a
pharmaceutically acceptable carrier used for the treatment of
inflammatory diseases or conditions 1s associated with meta-
bolic disorders including, but not limited to, Type 11 diabe-
tes, msulin resistance cardiovascular disease, arrhythmuia,
atherosclerosis, coronary artery disease, hypertriglyceri-
demia, dyslipidemia, retinopathy, nephropathy, neuropathy,
or macular edema.

In another embodiment, the present disclosure relates to a
compound of Formula (I) or a pharmaceutical composition
comprising a compound of the present disclosure and a
pharmaceutically acceptable carrier used for the treatment of
inflammatory diseases or conditions 1s associated with
inflammatory bowel diseases including, but not limited to,
ileitis, ulcerative colitis, Barrett’s syndrome, or Crohn’s
disease

Another aspect of the disclosure 1s directed to pharma-
ceutical compositions comprising a compound of Formula
(I) and a pharmaceutically acceptable carrier. The pharma-
ceutical acceptable carrier may further include an excipient,
diluent, or surfactant.

In one embodiment, are provided methods of treating a
disease or disorder associated with modulation of USP7
including, cancer and metastasis, neurodegenerative dis-
cases, immunological disorders, diabetes, bone and joint
diseases, osteoporosis, arthritis inflammatory disorders, car-
diovascular diseases, 1schemic diseases, viral infections and
diseases, viral infectivity and/or latency, and bacterial infec-
tions and diseases, comprising administering to a patient
sullering from at least one of said diseases or disorder a
compound of Formula (I).

One therapeutic use of the compounds or compositions of
the present disclosure which inhibit USP7 1s to provide
treatment to patients or subjects suflering from cancer and
metastasis, neurodegenerative diseases, immunological dis-
orders, diabetes, bone and joint diseases, osteoporosis,
arthritis 1nflammatory disorders, cardiovascular diseases,
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1schemic diseases, viral infections and diseases, viral infec-
tivity and/or latency, and bacterial infections and diseases.

The disclosed compounds of the disclosure can be admin-
istered 1n eflective amounts to treat or prevent a disorder
and/or prevent the development thereof in subjects.

Admimstration of the disclosed compounds can be
accomplished via any mode of administration for therapeutic
agents. These modes include systemic or local administra-
tion such as oral, nasal, parenteral, transdermal, subcutane-
ous, vaginal, buccal, rectal or topical administration modes.

Depending on the intended mode of admimstration, the
disclosed compositions can be 1n solid, semi-solid or liquid
dosage form, such as, for example, injectables, tablets,
suppositories, pills, time-release capsules, elixirs, tinctures,
emulsions, syrups, powders, liquids, suspensions, or the
like, sometimes 1n unit dosages and consistent with conven-
tional pharmaceutical practices. Likewise, they can also be
administered 1n intravenous (both bolus and infusion), intra-
peritoneal, subcutaneous or intramuscular form, and all
using forms well known to those skilled 1n the pharmaceu-
tical arts.

Hlustrative pharmaceutical compositions are tablets and
gelatin capsules comprising a Compound of the Disclosure
and a pharmaceutically acceptable carrier, such as a) a
diluent, e.g., purified water, triglyceride oils, such as hydro-
genated or partially hydrogenated vegetable oi1l, or mixtures
thereot, corn o1l, olive o1l, sunflower o1l, safflower oil, fish
oils, such as EPA or DHA, or their esters or triglycerides or
mixtures thereot, omega-3 fatty acids or dernivatives thereotf,
lactose, dextrose, sucrose, mannitol, sorbitol, cellulose,
sodium, saccharin, glucose and/or glycine; b) a lubricant,
¢.g., silica, talcum, stearic acid, 1ts magnesium or calcium
salt, sodium oleate, sodium stearate, magnesium stearate,
sodium benzoate, sodium acetate, sodium chloride and/or
polyethylene glycol; for tablets also; ¢) a binder, e.g.,
magnesium aluminum silicate, starch paste, gelatin, traga-
canth, methylcellulose, sodium carboxymethylcellulose,
magnesium carbonate, natural sugars such as glucose or
beta-lactose, corn sweeteners, natural and synthetic gums
such as acacia, tragacanth or sodium alginate, waxes and/or
polyvinylpyrrolidone, 1t desired; d) a disintegrant, e.g.,
starches, agar, methyl cellulose, bentonite, xanthan gum,
algic acid or its sodium salt, or effervescent mixtures; ¢)
absorbent, colorant, flavorant and sweetener; 1) an emulsifier
or dispersing agent, such as Tween 80, Labrasol, HPMC,
DOSS, caproyl 909, labrafac, labrafil, peceol, transcutol,
capmul MCM, capmul PG-12, captex 353, gelucire, vitamin
E TGPS or other acceptable emulsifier; and/or g) an agent
that enhances absorption of the compound such as cyclo-
dextrin, hydroxypropyl-cyclodextrin, PEG400, PEG200.

Liquid, particularly 1injectable, compositions can, for
example, be prepared by dissolution, dispersion, etc. For
example, the disclosed compound 1s dissolved in or mixed
with a pharmaceutically acceptable solvent such as, for
example, water, saline, aqueous dextrose, glycerol, ethanol,
and the like, to thereby form an ijectable 1sotonic solution
or suspension. Proteins such as albumin, chylomicron par-
ticles, or serum proteins can be used to solubilize the
disclosed compounds.

The disclosed compounds can be also formulated as a
suppository that can be prepared from fatty emulsions or
suspensions; using polyalkylene glycols such as propylene
glycol, as the carrer.

The disclosed compounds can also be administered 1n the
form of liposome delivery systems, such as small unilamel-
lar vesicles, large unilamellar vesicles and multilamellar
vesicles. Liposomes can be formed from a variety of phos-
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pholipids, containing cholesterol, stearylamine or phospha-
tidylcholines. In some embodiments, a film of lipid compo-

nents 1s hydrated with an aqueous solution of drug to a form
lipid layer encapsulating the drug, as described 1n U.S. Pat.
No. 5,262,564 which 1s hereby incorporated by reference in
its entirety.

Disclosed compounds can also be delivered by the use of
monoclonal antibodies as individual carriers to which the
disclosed compounds are coupled. The disclosed com-
pounds can also be coupled with soluble polymers as
targetable drug carriers. Such polymers can include polyvi-
nylpyrrolidone, pyran copolymer, polyhydroxypropylmeth-
acrylamide-phenol, polyhydroxyethylaspanamidephenol, or
polyethyleneoxidepolylysine substituted with palmitoyl
residues. Furthermore, the Disclosed compounds can be
coupled to a class of biodegradable polymers useful 1n
achieving controlled release of a drug, for example, poly-
lactic acid, polyepsilon caprolactone, polyhydroxy butyric
acid, polyorthoesters, polyacetals, polydihydropyrans, poly-
cyanoacrylates and cross-linked or amphipathic block copo-
lymers of hydrogels. In one embodiment, disclosed com-
pounds are not covalently bound to a polymer, e.g., a
polycarboxylic acid polymer, or a polyacrylate.

Parental injectable administration 1s generally used for
subcutaneous, intramuscular or intravenous injections and
infusions. Injectables can be prepared in conventional forms,
cither as liquid solutions or suspensions or solid forms
suitable for dissolving 1n liquid prior to imjection.

Another aspect of the disclosure 1s directed to pharma-
ceutical compositions comprising a compound of Formula
(I) and a pharmaceutically acceptable carrier. The pharma-
ceutical acceptable carrier may further include an excipient,
diluent, or surfactant.

Compositions can be prepared according to conventional
mixing, granulating or coating methods, respectively, and
the present pharmaceutical compositions can contain from
about 0.1% to about 99%, from about 5% to about 90%, or
from about 1% to about 20% of the disclosed compound by
weight or volume.

The dosage regimen utilizing the disclosed compound 1s
selected 1n accordance with a variety of factors including
type, species, age, weight, sex and medical condition of the
patient; the severity of the condition to be treated; the route
of administration; the renal or hepatic function of the
patient; and the particular disclosed compound employed. A
physician or veterinarian ol ordinary skill in the art can
readily determine and prescribe the effective amount of the
drug required to prevent, counter or arrest the progress of the
condition.

Effective dosage amounts of the disclosed compounds,
when used for the indicated eflects, range from about 0.5 mg
to about 5000 mg of the disclosed compound as needed to

treat the condition. Compositions for in vivo or in vitro use
can contain about 0.5, 5, 20, 50, 75, 100, 150, 250, 500, 750,

1000, 1230, 2300, 3300, or 5000 mg of the disclosed

compound, or, in a range of from one amount to another
amount 1n the list of doses. In one embodiment, the com-

positions are in the form of a tablet that can be scored.

EXAMPLES

The disclosure i1s further illustrated by the following
examples and synthesis schemes, which are not to be con-
strued as limiting this disclosure 1n scope or spirit to the
specific procedures herein described. It 1s to be understood
that the examples are provided to illustrate certain embodi-
ments and that no limitation to the scope of the disclosure 1s
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intended thereby. It 1s to be further understood that resort
may be had to various other embodiments, modifications,
and equivalents thereof which may suggest themselves to
those skilled 1n the art without departing from the spirit of
the present disclosure and/or scope of the appended claims.
Analytical Methods, Materials, and Instrumentation
Unless otherwise noted, reagents and solvents were used
as received from commercial suppliers. Proton nuclear mag-
netic resonance (NMR) spectra were obtained on either
Bruker or Varnian spectrometers at 300 or 400 MHz. Spectra
are given 1n ppm (0) and coupling constants, J, are reported
in Hertz. Tetramethylsilane (TMS) was used as an internal
standard. Mass spectra were collected using a Waters ZQ)
Single Quad Mass Spectrometer (1on trap electrospray 1on-
ization (ESI)). Purity and low resolution mass spectral data
were measured using Waters Acquity 1-class ultra-perfor-
mance liquid chromatography (UPLC) system with Acquity
Photo Diode Array Detector, Acquity Evaporative Light
Scattering Detector (ELSD) and Waters Z(Q) Mass Spectrom-
cter. Data was acquired using Waters MassLynx 4.1 software
and purity characterized by UV wavelength 220 nm, evapo-

rative light scattering detection (ELSD) and electrospray
positive 1on (ESI). (Column: Acquity UPLC BEH C18 1.7

um 2.1x350 mm; Flow rate 0.6 mL/min; Solvent A (95/5/
0.1%: 10 mM Ammonium Formate/Acetonitrile/Formic
Acid), Solvent B (95/5/0.09%: Acetonitrile/Water/Formic
Acid); gradient: 5-100% B from 0 to 2 mins, hold 100% B
to 2.2 mins and 5% B at 2.21 mins. Preparatory HPLC
purifications were conducted on a Waters SunkFire C18 OBD
Prep Column, 100 A, 5 m, 19 mmx50 mm, Waters XBridge
BEH C18 OBD Prep Column, 130 A, 5 m, 19 mmx50 mm
with UV detection (Waters 2489 UV/998 PDA), Waters
SunFire C18 OBD Prep Column, 100 A, 5 m, 19 mmx150
mm, Waters XBridge BEH Shield RP18 OBD Prep Column,
130 A, 5 m, 19 mmx150 mm, or Waters XSelect CSH C18
OBD Prep Column, 130 A, Sm, 19 mmx150 mm at 254 nm
or 220 nm using a standard solvent gradient program (or as
designated below).
Abbreviations used in the following examples and elsewhere
herein are:

atm atmosphere

br broad

DEAD dusopropyl azodicarboxylate

DIPEA N,N-dusopropylethylamine

DMF N,N-dimethylformamide

DMSO dimethyl sulfoxide

El electron 1onization

ESI electrospray 1onization
Et ethyl

h hour(s)
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HATU 2-(7-Aza-1H-benzotriazole-1-y1)-1,1,3,3-tetram-
ethyluronium hexatluorophosphate

HPLC high-performance liquid chromatography

LCMS liquid chromatography-mass spectrometry

m multiplet

Me methyl

MHz megahertz

min minutes

MW microwave

NMR nuclear magnetic resonance

ppm parts per million

s singlet

Sphos
nyl

TFA trifluoroacetic acid

I'LC thin layer chromatography
v volume

wt weight

2-Dicyclohexylphosphino-2',6'-dimethoxybiphe-

Example 1: Intermediate 2-1. (4-Methoxyphenyl)(1-
oxa-6-azaspiro[2.5]octan-6-yl) methanone

Intermediate 2-1

OMe

O

Trimethylsulfoxontum 1odide (3.17 g, 14.4 mmol),
sodium hydride (60% 1n mineral oil, 576 mg, 14.4 mmol),
and dimethyl sulfoxide (15 mL) were added to a 100-mL
round-bottom flask fitted with a nitrogen inlet and magnetic
stir bar. The resulting mixture was stirred for 30 min at 0°
C. 1-(4-Methoxybenzoyl)piperidin-4-one (1.12 g, 4.81
mmol) was added and stirring was continued for an addi-
tional 2 h at room temperature. The reaction was quenched
by the addition of water (100 mL) and extracted with
dichloromethane (3x100 mlL). The organic layers were
combined, dried over anhydrous sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was puri-
fied by column chromatography eluting with ethyl acetate/
petroleum ether (1:1 v/v) to aflord (4-methoxyphenyl)(1-
oxa-6-azaspiro[2.5]octan-6-yl ) methanone (Intermediate

2-1, 0.84 g, 71%). LCMS: (ESI) m/z 248 [M+H].

TABLE 1

The Intermediates in Table 1 were synthesized according

to the procedure described 1n Example 1 above.

Intermediate No.:

Intermediate 2-2. (4-Fluorophenyl)(1-
oxa-6-azaspiro[2.5|octan-6-yl)methanone

Intermediate 2-3. Phenyl(1-oxa-6-

AZaspiro

LCMS: (ESI)
Precursor used m/z [M + H]
1-(4-Fluorobenzoyl)piperidin-4- 236
one
1-benzoylpiperidin-4-one 218

2.5]octan-6-yl)ymethanone
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Example 2: Intermediate 2-4. 3-(4-Fluorophenyl)
1sothiazolo[4,5-d]pyrimidin-7(6H)-one

OH

&
N

pu
)

CN
Step 1 _ </
/
b

/N

/

F

Step 2

O Step 3

OFt

Intermediate 2-4

Step 1. 4-Fluoro-N-hydroxybenzimidoyl cyanide
(Mixture of Syn and Anfi Isomers)

2-(4-Fluorophenyl)acetonitrile (2.00 g, 14.8 mmol), etha-
nol (30 mL), sodium ethoxide (21 wt % 1n ethanol, 15 mL,
40.2 mmol) and 1sopentyl nitrite (5.20 g, 44.4 mmol) were
added to a 100-mL round-bottom flask fitted with magnetic
stir bar. The resulting solution was stirred for 16 h at room
temperature. The resulting mixture was concentrated under
reduced pressure and the residue was partitioned between
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cthyl acetate (100 mL) and water (100 mL). The layers were
separated and the aqueous phase was further extracted with
cthyl acetate (2x100 mL). The organic layers were com-
bined, dried over anhydrous sodium sulfate, filtered, and
Tord 4-fluoro-N-
hydroxybenzimidoyl cyanmide (mixture of syn and anti 1so-

concentrated under reduced pressure to a

mers) which was used in the next step without further
purification or characterization. 'H NMR (300 MHz,
DMSO-d,) ¢ 7.74-7.67 (m, 2H), 7.36-7.25 (m, 2H) ppm.

Step 2. 4-Fluoro-N-(tosyloxy)benzimidoyl cyanide
(Mixture of Syn and Anfti Isomers)

4-Fluoro-N-hydroxybenzimidoyl cyanide (mixture of syn
and ant1 1somers, Step 1), triethylamine (3.30 g, 32.6 mmol),

dichloromethane (20 mlL), and 4-methylbenzenesulionyl
chloride (3.10 g, 16.3 mmol) were added to a 100-mL
round-bottom flask fitted with a magnetic stir bar. The
resulting solution was stirred for 3 h at room temperature,
then diluted with water (50 mL), and extracted with dichlo-
romethane (3x50 mL). The organic layers were combined,
dried over anhydrous sodium sulfate, filtered, and concen-
trated under reduced pressure. The residue was purified by
column chromatography eluting with ethyl acetate/petro-

leum ether (1:5 v/v) to aflord 4-tfluoro-N-(tosyloxy)benz-
imidoyl cyanide (mixture of syn and anti 1somers, 900 mg,

26% over two steps). LCMS: (ESI) m/z 319 [M+H].

Step 3. Fthyl 4-amino-3-(4-fluorophenyl jisothiaz-
ole-5-carboxylate

4-Fluoro-N-(tosyloxy)benzimidoyl cyanide (mixture of
syn and anti 1somers, Step 2, 500 mg, 1.57 mmol), trieth-
ylamine (476 mg, 4.70 mmol), methanol (20 mL), and ethyl
2-mercaptoacetate (283 mg, 2.35 mmol) were added to a
100-mL round-bottom flask fitted with a magnetic stir bar.
The resulting solution was stirred for 2 h at room tempera-
ture and then concentrated under reduced pressure. The
residue was purified by column chromatography eluting
with ethyl acetate/petroleum ether (1:3 v/v) to aflord ethyl
4-amino-3-(4-fluorophenyl)isothiazole-3-carboxylate (300
mg, 72%). LCMS: (ESI) m/z 267 [M+H].

Step 4. 3-(4-Fluorophenyljisothiazolo[4,5-d]pyrimi-
din-7(6H)-one

Ethyl 4-amino-3-(4-fluorophenyl)isothiazole-5-carboxy-
late (Step 3, 300 mg, 1.13 mmol) and formamide (15 mL)
were added to a 100-mL round-bottom flask fitted waith
magnetic stir bar, condenser and thermometer. The resulting
solution was stirred for 16 h at 140° C., quenched by the
addition of water (50 mL), and then extracted with ethyl
acetate (5x50 mL). The organic layers were combined, dried
over anhydrous sodium sulfate, filtered, and concentrated
under reduced pressure. The residue was purified by silica
gel column chromatography eluting with ethyl acetate/pe-
troleum ether (1:1 v/v) to aflord 3-(4-fluorophenyl)isothi-
azolo[4,5-d]pyrimidin-7(6H)-one (Intermediate 2-4, 260
mg, 93%). LCMS: (ESI) m/z 248 [M+H].
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TABLE 2

The Intermediates in Table 2 were synthesized according

to the procedure described in Example 2 above.

60

Intermediate No.: Precursor used

Intermediate 2-5. 3-(4-
Methoxyphenyl)isothiazolo[4,5-
d]pyrimidin-7(6H)-one
Intermediate 2-6. 3-(4-fluoro-3-
methoxyphenyl)isothiazolo[4,5-
d]pyrimidin-7(6H)-one
Intermediate 2-7. 3-
Phenylisothiazolo[4,5-d|pyrimidin-
7(6H)-one

Intermediate 2-8. 3-(3-bromo-4-
fluorophenyl)isothiazolo[4,5-
d|pyrimidin-7({6H)-one
Intermediate 2-9. 3-(4-
bromophenyl)isothiazolo[4,5-
d]pyrimidin-7(6H)-one
Intermediate 2-10. 3-(3-
methoxyphenyl)isothiazolo[4,5-
d]pyrimidin-7(6H)-one

2-(4-
Methoxyphenyl)acetonitrile

2-(4-fluoro-3-
methoxyphenyl)acetonitrile

2-phenylacetonitrile
2-(3-bromo-4-
fluorophenyl)acetonitrile
2-(4-bromophenyl)acetonitrile

2-(3-
methoxyphenyl)acetonitrile

Example 3: Intermediate 2-11. 3-(3-(Hydroxym-
cthyl)phenyl)isothiazolo[4,5-d]pyrimidin-7(6H)-one

OH
3
A\
CN CN
Step 1 Step 2
- -
Sﬂﬁﬁj
0% \
O Step 3
& .
\
CN
OFLt
Step 4
=-

LCMS: (ESI)
m/z [M + H]
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-continued

O
/S\)L NH

N

\

Intermediate 2-11

Step 1. N-Hydroxy-3-methylbenzimidoyl cyanide
(Mixture of Syn and Anfti Isomers)

2-(m-TolylDacetonitrile (2.00 g, 15.3 mmol), ethanol

(15

mlL), 1sopentyl nitrite (5 mL), and sodium ethoxide (21 wt %
in ethanol, 20 mL, 53.6 mmol) were added to a 100-mL

round-bottom tlask with a magnetic stir bar. The resulting

mixture was stirred for 16 h at room temperature. The

resulting solution was then diluted with water (100 mL)

and

extracted with ethyl acetate (3x50 mL). The organic layers

were combined, dried over anhydrous sodium sulfate,

f1l-

[

ord

tered, and concentrated under reduced pressure to af
N-hydroxy-3-methylbenzimidoyl cyanide (mixture of

syn

and anti1 1somers) which was used 1 next step without

turther punfication. GCMS: (EI) m/z 160 [M].
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Step 2. 3-Methyl-N-(tosyloxy)benzimidoyl cyanide
(Mixture of Syn and Anti Isomers)

N-Hydroxy-3-methylbenzimidoyl cyanide (mixture of
syn and anti 1somers, Step 1), dichloromethane (60 mL),
4-methylbenzene-1-sultonyl chlornide (5.00 g, 26.2 mmol),
and triethylamine (15 mL) were added to a 250-mL round-
bottom flask fitted with a magnetic stir bar. The resulting
solution was stirred for 3 h at room temperature and then
concentrated under reduced pressure. The residue was par-
titioned between dichloromethane (50 mL) and water (100
mlL). The layers were separated and the aqueous phase was
turther extracted with dichloromethane (2x30 mlL). The
organic layers were combined, dried over anhydrous sodium
sulfate, filtered, and concentrated under reduced pressure to
afford 3-methyl-N-(tosyloxy)benzimidoyl cyanide (mixture
of syn and ant1 1somers) which was used without further
purification. LCMS: (ESI) m/z 315 [M+H].

Step 3. Ethyl
4-amino-3-(m-tolyl)isothiazole-5-carboxylate

3-Methyl-N-(tosyloxy)benzimidoyl cyanide (mixture of
syn and anti1 1somers, Step 2), methanol (60 mL), ethyl
2-mercaptoacetate (3.50 g, 29.1 mmol), and triethylamine
(10 mL) were added to a 250-mL round-bottom flask with a
magnetic stir bar. The resulting solution was stirred for 2 h
at room temperature and then concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy eluting with ethyl acetate/petroleum (1:1 v/v) to afford
cthyl 4-amino-3-(m-tolyl)isothiazole-5-carboxyvlate (4.00 g,
100% over 3 steps). LCMS: (ESI) m/z 263 [M+H].

Step 4. 3-(m-Tolylisothiazolo[4,5-d]pyrimidin-7
(6H)-one

Ethyl 4-amino-3-(m-tolyl)isothiazole-5-carboxylate (Step
3, 2.00 g, 7.62 mmol) and formamide (20 mL) were added
to a 100-mL round-bottom flask fitted with a magnetic stir
bar and condenser. The resulting solution was stirred for 16
h at 140° C. The mixture was then cooled to room tempera-
ture, diluted with water (60 mL) and extracted with ethyl
acetate (3x50 mL). The organic layers were combined, dried
over anhydrous sodium sulfate, filtered, and concentrated
under reduced pressure. The residue was purified by column
chromatography eluting with ethyl acetate/petroleum (1:1
v/v) to aflord 3-(m-tolylisothiazolo[4,5-d]|pyrimidin-7(6H )-
one (400 mg, 22%). LCMS: (ESI) m/z 244 [M+H].

Step 5. 3-(3-(Bromomethyl)phenyl )isothiazolo[4,5-
d]pyrimidin-7(6H)-one

3-(m-Tolyl)isothiazolo[4,5-d]pyrimidin-7(6H)-one (Step
4, 400 mg, 1.64 mmol) carbon tetrachloride (20 mlL),
N-bromosuccinimide (540 mg, 3.03 mmol), and benzoyl
peroxide (450 mg, 1.76 mmol) were added to a 100-mL
round-bottom flask fitted with a magnetic stir bar and
condenser. The resulting solution was purged and main-
tained under an atmosphere of nitrogen and then stirred for
16 h at 80° C. The mixture was concentrated under reduced
pressure. The resulting residue was diluted with water (100
ml) and extracted with dichloromethane (3x30 mL). The
organic layers were combined, dried over anhydrous sodium
sulfate, filtered, and concentrated under reduced pressure.
The residue was purified via silica gel column chromatog-
raphy eluting with ethyl acetate/petroleum ether (1:1 v/v) to
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afford 3-(3-(bromomethyl)phenyl)isothiazolo[4,5-d]pyrimi-
din-7(6H)-one (275 mg, 52%). LCMS: (ESI) m/z 322
[M+H].

Step 6. 3-(3-(Hydroxymethyl)phenyl)isothiazolo[4,
S-d|pyrimidin-7(6H)-one

3-(3-(Bromomethyl)phenyl isothiazolo[4,5-d |pyrimidin-
7(6H)-one (200 mg, 0.62 mmol), water (8 mL), 1,4-dioxane
(8 mL), and calcium carbonate (600 mg, 5.99 mmol) were
added to a 100-mL round-bottom flask fitted with a magnetic
stir bar and condenser. The resulting solution was stirred for
2 h at 100° C. and then concentrated under reduced pressure.
The residue was diluted with water (100 mL) and extracted
with ethyl acetate (3x20 mlL). The organic layers were
combined, dried over anhydrous sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was puri-
fied via silica gel column chromatography eluting with ethyl
acetate/petroleum ether (1:1 v/v) to aflord 3-(3-(hydroxym-
cthyl) phenylisothiazolo[4,5-d]Jpyrimidin-7(6H)-one (Inter-
mediate 2-11, 100 mg, 62%). LCMS: (ESI) m/z 260 [M+H].

TABLE 3

The Intermediates in Table 3 were synthesized according
to the procedure described in Example 3 above.

LCMS: (ESI)
Intermediate No.: Precursor used m/z [M + H]
Intermediate 2-12. 3-(4- - 260

(hydroxymethyl)phenyl)isothiazolo[4,5-
d]pyrimidin-7(6H)-one

Example 4: Intermediate 2-13. (4-(Aminomethyl)-
4-hydroxypiperidin-1-yl)(4-tfluorophenyl) metha-
none

Intermediate 2-13
O

‘/\)LN

N
AN

NH,

OH

(4-Fluorophenyl)(1-oxa-6-azaspiro[2.5]octan-6-yl)
methanone, 500 mg, 2.13 mmol), methanol (20 mL), and
ammonia (7.0 M solution in methanol, 5 mL) were added to
a 100-mL sealed tube fitted with a magnetic stir bar. The
resulting solution was stirred for 3 h at room temperature
and then concentrated under reduced pressure to aflord
(4-(aminomethyl)-4-hydroxypiperidin-1-y1)(4-tluorophe-
nyl)methanone (Intermediate 2-13) which was used without
any purification. LCMS: (ESI) m/z 2353 [M+H].

TABLE 4

The Intermediate in Table 4 was synthesized according
to the procedure described in Example 4 above.

LCMS: (ESI)
Intermediate No.: Precursor used m/z [M + H]
Intermediate 2-14. (4-methoxyphenyl) 265

(4-(aminomethyl)-4- (1-oxa-6-azaspiro[2.5]
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TABLE 4-continued

The Intermediate in Table 4 was synthesized according
to the procedure described in Example 4 above.

LCMS: (ESI)
Intermediate No.: Precursor used m/z [M + H]
hydroxypiperidin-1-yl}(4-  octan-6-yl)methanone, 2-2
methoxyphenyl)methanone

Example 3: Intermediate 2-15. (R)-5-allyl-3-((4-

hydroxy-1-(3-phenylbutanoyl)piperidin-4-yl)
methyl)-3,5-dihydro-4H-pyrrolo[3,2-d]pyrimidin-4-
one

/zm
.
|
[
>

OH Step 5

N -
L .

\N/ \/NH TFA
9 O

)I\ OH
N...____“ N
A

\N/

O
Intermediate 2-15

Step 1. 5-Allyl-4-chloro-5H-pyrrolo[3,2-d]pyrimi-
dine

4-Chloro-5H-pyrrolo[3,2-d]Jpyrimidine (1.20 g, 7.81
mmol), 3-bromoprop-1-ene (1.86 g, 15.4 mmol), and DMF
(40 mL) were added to a 100-mL round-bottom flask fitted
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with a nitrogen inlet and magnetic stir bar. Sodium hydride
(625 mg, 26.0 mmol) was added 1n portions and the resulting
solution was stirred for 20 min at room temperature. The
reaction was then quenched by the addition of water (40 mL)
and extracted with ethyl acetate (3x50 mL). The organic
layers were combined, dried over anhydrous sodium sulfate,
filtered, and concentrated under reduced pressure. The resi-
due was purified via silica gel column chromatography
cluting with ethyl acetate/petroleum ether (3:10, v/v) to
alford 5-allyl-4-chloro-3H-pyrrolo[3,2-d]pyrimidine (1.30
g, 86%). LCMS: (ESI) m/z 194 [M+H].

Step 2. 5-Allyl-3,5-dihydro-4H-pyrrolo[3,2-d]py-
rimidin-4-one

5-Allyl-4-chloro-5H-pyrrolo[3,2-d]Jpyrimidine (Step 1,
650 mg, 3.36 mmol), 1,4-dioxane (20 mL), and a solution of
sodium hydroxide (1.80 g, 45.0 mmol) in water (20 mL)
were added to a 100-mL 3-necked round-bottom flask fitted
with a magnetic stir bar, condenser, and thermometer. The
resulting solution was stirred for 2 h at 100° C. and then
cooled to room temperature and extracted with ethyl acetate
(3x50 mL). The organic layers were combined, dried over
anhydrous sodium sulfate, filtered, and concentrated under
reduced pressure. The resulting residue was purified via
s1lica gel column chromatography eluting with ethyl acetate/
petroleum ether (1:5, v/v) to afford 5-allyl-3,5-dihydro-4H-
pyrrolo[3,2-d]pyrimidin-4-one (0.48 g, 82%). LCMS: (ESI)
m/z 176 [M+H].

Step 3. tert-Butyl 4-((5-allyl-4-0x0-4,5-dihydro-3H-
pyrrolo[3,2-d]pyrimidin-3-yl)methyl)-4-hydroxypip-
eridine-1-carboxylate

5-Allyl-3,5-dihydro-4H-pyrrolo[3,2-d]pyrimidin-4-one

(Step 2, 600 mg, 3.42 mmol), tert-butyl 1-oxa-6-azaspiro
[2.5]octane-6-carboxylate (873 mg, 4.09 mmol), cestum
carbonate (3.36 g, 10.3 mmol), and DMF (30 mL) were
added to a 100-mL 3-necked round-bottom flask fitted with
a magnetic stir bar, condenser, and thermometer. The result-
ing mixture was stirred for 2 h at 80° C. Water (100 mL) was
then added at room temperature and the resulting solution
was extracted with methyl tert-butyl ether (4x100 mL). The
combined organic layers were dried over anhydrous sodium
sulfate, filtered, and concentrated under reduced pressure to
afford tert-butyl 4-((5-allyl-4-ox0-4,5-dihydro-3H-pyrrolo
[3,2-d]pyrimidin-3-yl)methyl)-4-hydroxy-piperidine-1-car-
boxylate which was used in the next step without further
purification. LCMS: (ESI) m/z 389 [M+H].

Step 4. 5-Allyl-3-((4-hydroxypiperidin-4-yl)
methyl)-3,5-dihydro-4H-pyrrolo[3,2-d|pyrimidin-4-
one trifluoroacetic acid

tert-Butyl 4-((5-allyl-4-o0x0-4,5-dihydro-3H-pyrrolo[3,2-
d]pyrimidin-3-yl)methyl)-4-hydroxypiperidine-1-carboxy-
late (Step 3), TFA (5 mL), and dichloromethane (5 mL) were
added to a 100-mL round-bottom flask fitted with a magnetic
stir bar. The resulting solution was stirred for 2 h at room
temperature then concentrated under reduced pressure to
afford 5-allyl-3-((4-hydroxypiperidin-4-yl)methyl)-3,5-di-
hydro-4H-pyrrolo[3,2-d]pyrimidin-4-one trifluoroacetic
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acid (600 mg) which was used without further purification.
LCMS: (ESI) m/z 289 [M+H].

Step 5. (R)-5-Allyl-3-((4-hydroxy-1-(3-phenylbu-
tanoyl)piperidin-4-yl)methyl)-3,5-dihydro-4H-pyr-
rolo[3,2-d]pyrimidin-4-one

5-Allyl-3-((4-hydroxypiperidin-4-yl ) methyl)-3,5-di1-

hydro-4H-pyrrolo[3,2-d]pyrimidin-4-one trifluoroacetic
acid (Step 4, 225 mg), (R)-3-phenylbutanoic acid (148 mg,
0.90 mmol), HATU (205 mg, 0.54 mmol), DIPEA (232 mg,
1.80 mmol), and dichloromethane (20 mL) were added to a
50 mL round-bottom flask fitted with a magnetic stir bar. The
resulting solution was stirred for 2 h at 50° C. Water (20 mL)
was added at room temperature and the resulting solution
was extracted with ethyl acetate (3x30 mL). The organic
layers were combined, dried over anhydrous sodium sulfate,
filtered, and concentrated under reduced pressure. The
resulting residue was purified by silica gel column chroma-
tography eluting with ethyl acetate to aflord (R)-3-allyl-3-
((4-hydroxy-1-(3-phenylbutanoyl)piperidin-4-yl)methyl)-3,
S-dihydro-4H-pyrrolo[3,2-d]Jpyrimidin-4-one (Intermediate
2-135, 160 mg, 29% over three steps). LCMS: (ESI) m/z 435
|[M+H].

Example 6: Intermediate 2-16.
3-(difluoromethoxy)cyclobutanecarboxylic acid

N/\/Br HN
‘ Step 1
. A "
O
(\N/
N‘/\/N\) Step2h
A =
O
K\N/
NT X N\)
HO ‘ P
O

Intermediate 2-16

Step 1. Methyl
S-(4-methylpiperazin-1-yl)pyridine-2-carboxylate

A 350-mL round-bottom flask fitted with a nitrogen 1nlet,
a magnetic stir bar, a thermometer, and a condenser was
charged with methyl 3-bromopyridine-2-carboxylate (300
mg, 1.39 mmol), 1-methylpiperazine (167 mg, 1.67 mmol),
potassium phosphate (416 mg, 1.96 mmol), toluene (10 mL),
Sphos (11.5 mg, 0.03 mmol), and Pd,(dba), (7.2 mg, 0.01

mmol). The resulting solution was stirred for 16 h at 110° C.
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in an o1l bath and then cooled to 23° C. The resulting mixture
was diluted with water (30 mL) and the product was
extracted with ethyl acetate (6x30 mlL). The combined
organic layers were dried over anhydrous sodium sulfate,
filtered, and concentrated under reduced pressure. The
resulting residue was purified by silica gel chromatography
cluting with ethyl acetate/petroleum ether (3:7 v/v) to atlord
methyl  5-(4-methylpiperazin-1-yl)pyridine-2-carboxylate
(130 mg, 33%). LCMS: (ESI) m/z 236 [M+H].

Step 2.
S-(4-methylpiperazin-1-yl)pyridine-2-carboxylic
acid

A 50-mL round-bottom flask fitted with a magnetic stir
bar was charged with methyl 5-(4-methylpiperazin-1-yl)
pyridine-2-carboxylate (Step 1, 130 mg, 0.55 mmol), metha-
nol (10 mL), lithium hydroxide (40 mg, 1.67 mmol), and
water (2 mL). The solution was stirred for 16 h at 23° C. and
concentrated under reduced pressure. The residue was
diluted with water (10 mL) and the pH was adjusted to 6
with hydrochloric acid (3N). The solids were collected by
filtration and dried in an oven to aflord 5-(4-methylpiper-
azin-1-yl)pyridine-2-carboxylic acid (Intermediate 2-16, 90
mg, 74%). LCMS (ESI) m/z 222 [M+H].

Example 7: Intermediate 2-17.
4,4-ditluoro-3-phenylbutanoic acid

Ph O/
" Ph/ 0

F Step 1
A “P .
/ F
\O
O ‘ Step 2
e
E
A
)
o OH
O Step 3 O
o
F F
X A
/ F / F

Intermediate 2-17

Step 1. (E)-Methyl
4.4-difluoro-3-phenylbut-2-enoate

A 100-mL 3-necked round-bottom flask fitted with a
nitrogen 1inlet, a magnetic stir bar, a thermometer, and a
condenser was charged with 2,2-difluoro-1-phenylethan-1-
one (300 mg, 1.92 mmol), methyl 2-(triphenyl-5-phospha-
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nylidene)acetate (963.5 mg, 2.88 mmol), and toluene (30
ml.). The resulting solution was stirred overnight at 110° C.
in an o1l bath and then cooled to 23° C. The reaction mixture
was concentrated under reduced pressure and dissolved in
water (50 mL). The product was extracted with ethyl acetate
(3x40 mL). The combined organic layers were dried over
anhydrous sodium sulfate, filtrated, and concentrated under
reduced pressure. The residue was purified by column
chromatography eluting with ethyl acetate/petroleum ether
(1:2 v/v) to aflord (E)-methyl 4,4-difluoro-3-phenylbut-2-
enoate (400 mg, 98%) as a colorless o1l. LCMS: (ESI) m/z
213 [M+H].

Step 2. Methyl 4,4-difluoro-3-phenylbutanoate

A 100-mL round-bottom flask fitted with a hydrogen
balloon and magnetic stir bar was charged with (E)-methyl
4.4-difluoro-3-phenylbut-2-enoate (Step 1, 400 mg, 1.89
mmol, 1.00 equiv), palladium on carbon (10% wt, 50 mg),
and methanol (20 mL). The resulting mixture was stirred
overnight at room temperature. The reaction solution was
then filtered and the filtrate was concentrated under reduced
pressure to provide methyl 4,4-difluoro-3-phenylbutanoate
which was used 1n next step without further purification.

GCMS (m/z): 214

Step 3. 4,4-Difluoro-3-phenylbutanoic acid

A 50-mL round-bottom flask fitted with a magnetic stir
bar was charged with methyl 4,4-difluoro-3-phenylbutano-
ate (Step 2, 330 mg, 1.54 mmol), lithium hydroxide (50 mg,
2.09 mmol), and methanol (30 mL). The resulting mixture
was stirred for 16 h at 23° C. The reaction was then
concentrated under reduced pressure and diluted with water
(10 mL). The pH was adjusted to 2 with hydrochloric acid
(6N) and the solids were collected by filtration to provide
4.4-difluoro-3-phenylbutanoic acid (Intermediate 2-17, 280
mg, 91%). LCMS: (ESI) m/z 201 [M+H].

Example 8: Intermediate 2-18. 3-Phenyl-1,6-d1-
hydro-7H-pyrazolo[4,3-d]pyrimidin-7-one

O O
N N
N/ Step 1 N/ Step 2
\ / OFEt » \ / OFt o
NO, NH,
O
H
/N
N Step 3
\\ / OFt -
Br/ NH>
O

Intermediate 2-18
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Step 1. Ethyl 4-amino-1H-pyrazole-5-carboxylate

Ethyl 4-nitro-1H-pyrazole-5-carboxylate (1.00 g, 5.40
mmol), palladium on carbon (10% wt, 300 mg), and metha-
nol (30 mL) were added to a 100-mL round-bottom flask
fitted with a magnetic stir bar. The mixture was purged with
hydrogen and then stirred for 4 h at room temperature. The
reaction mixture was then filtered and concentrated under

reduced pressure to aflord ethyl 4-amino-1H-pyrazole-5-

carboxylate (900 mg) which was used without further puri-
fication. LCMS: (ESI) m/z 156 [M+H].

Step 2. Ethyl 4-amino-1H-pyrazole-5-carboxylate

A solution of N-bromosuccinimide (630 mg, 3.54 mmol)
in tetrahydrofuran (15 mlL) was added dropwise to a solution
of ethyl 4-amino-1H-pyrazole-5-carboxylate (Step 1, 300
mg, 3.22 mmol) 1n acetonitrile (30 mL) at 0° C. The
resulting solution was stirred for 2 h at 0° C. and then

concentrated under reduced pressure. The residue was puri-
fied by preparative TLC eluting with methanol/dichlo-
romethane (1:20 v/v) to afford ethyl 4-amino-1H-pyrazole-

S-carboxylate (450 mg, 60%). LCMS: (ESI) m/z 234, 236
IM+H].

Step 3. Ethyl 4-amino-3-phenyl-1H-pyrazole-5-
carboxylate and 4-amino-3-phenyl-1H-pyrazole-3-
carboxylic acid

(350 mg, 1.50
mmol), phenylboronic acid (219 mg, 1.80 mmol), tetrakis
[triphenylphosphine]palladium(0) (173 mg, 0.15 mmol),
tribasic potassium phosphate (951 mg, 4.48 mmol), 1.4-
dioxane (50 mL), and water (10 mL) were added to a 100

mL round-bottom flask fitted with a nitrogen inlet, magnetic

4- Amino-1H-pyrazole-5-carboxylate

stir bar and condenser. The reaction was stirred overnight at
100° C. and then concentrated under reduced pressure. The
residue was purified by preparative TLC eluting with metha-
nol/dichloromethane (1:20 v/v) to afford ethyl 4-amino-3-
phenyl-1H-pyrazole-5-carboxylate (150 mg, impurities
present). LCMS: (ESI) m/z 232 [M+H] and 4-amino-3-
phenyl-1H-pyrazole-3-carboxylic acid (200 mg, impurities
present). LCMS: (ESI) m/z 204 [M+H].

Step 4. 3-Phenyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one

Ethyl 4-amino-3-phenyl-1H-pyrazole-3-carboxylate
(Step 3, 150 mg) and 4-amino-3-phenyl-1H-pyrazole-3-
carboxylic acid (Step 3, 200 mg), formamidine acetate salt
(768 mg, 7.38 mmol), and ethanol (30 mL) were added to a
100-mL round-bottom flask fitted with a nitrogen inlet,
magnetic stir bar and condenser. The resulting solution was
heated at reflux overnight and then concentrated under
reduced pressure. The residue was purnified by column
chromatography eluting with dichloromethane/methanol
(10:1 v/v) to afford 3-phenyl-1,6-dihydro-7H-pyrazolo[4,3-
d]pyrimidin-7-one (Intermediate 2-18, 250 mg, 79% over
two steps). LCMS: (ESI) m/z 213 [M+H].
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TABLE 5

The Intermediates 1n Table 5 were synthesized according
to the procedure described in Example 8 above.

LCMS:
Precursor (EST) m/z
Intermediate No.: used M + H]
Intermediate 2-19. 3-(4-fluorophenyl)-1H- — 231
pyrazolo[4,3-d]pyrimidin-7 (6H)-one
Intermediate 2-20. 3-(4-methoxyphenyl)-1,6- — 243

dihydro-7H-pyrazolo[4,3-d|pyrimidin-7-one

Example 9: Intermediate 2-21. 6-((4-Hydroxypip-
eridin-4-yl)methyl)-3-phenyl-1,6-dihydro-7H-pyra-
zolo[4,3-d]pyrimidin-7-one trifluoroacetic acid salt

O
o )J\ OH
Nﬁ______
/ N
<]
\ P NH TFA
N

Intermediate 2-21

Step 1. tert-Butyl 4-hydroxy-4-((7-0xo0-3-phenyl-1,
7-dihydro-6H-pyrazolo[4,3-d]|pyrimidin-6-yl)
methyl)piperidine-1-carboxylate

3-Phenyl-1,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-
one (200 mg, 0.94 mmol), tert-butyl 1-oxa-6-azaspiro[2.5]
octane-6-carboxylate (300 mg, 1.41 mmol), cesium carbon-
ate (924 mg, 2.84 mmol), and DMF (50 mL) were added to
a 100-mL round-bottom flask fitted with a nitrogen inlet,
magnetic stir bar and condenser. The reaction mixture was
stirred for 5 h at 80° C. and then quenched by the addition
of water (50 mL). The resulting solution was extracted with
cthyl acetate (4x50 mL). The combined organic layers were
washed with brine (100 mL), dried over anhydrous sodium

sulfate, filtered, and concentrated under reduced pressure.
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The residue was purified by preparative TLC eluting with
dichloromethane/methanol (20:1 v/v) to afford tert-butyl
4-hydroxy-4-((7-0x0-3-phenyl-1,7-dihydro-6H-pyrazolo[4,
3-d]pyrimidin-6-yl)methyl) piperidine-1-carboxylate (60
mg, 15%). LCMS: (ESI) m/z 426 [M+H].

Step 2. 6-((4-Hydroxypiperidin-4-yl)methyl)-3-phe-
nyl-1,6-dihydro-7H-pyrazolo[4,3-d]pyrimidin-7-one
trifluoroacetic acid salt

tert-Butyl  4-hydroxy-4-((7-oxo-3-phenyl-1,7-dihydro-
6H-pyrazolo[4,3-d]|pyrimidin-6-yl)methyl)piperidine-1-car-
boxylate (Step 1, 60 mg, 0.14 mmol), TFA (2 mL), and
dichloromethane (30 mL) were added to a 100-mL round-
bottom flask fitted with a nitrogen inlet and magnetic stir bar.
The resulting solution was stirred for 1 h at room tempera-
ture and then concentrated under reduced pressure to afford
6-((4-hydroxypiperidin-4-yl)methyl)-3-phenyl-1,6-dihydro-
TH-pyrazolo[4,3-d]pyrimidin-7-one tnﬂuoroacetlc acid salt
(Intermediate 2-21, 80 mg, >93%) which was used without
turther punfication. LCMS: (ESI) m/z 326 [M+H].

Example 10: Intermediate 2-22. ethyl 4-(ethoxym-
cthyleneamino)-3-(4-methoxyphenyl)-1H-pyrazole-
S-carboxylate

O

Step 1
-
O
)\o
NH2 Stﬂp 2

Intermediate 2-22

Step 1. ethyl 4-amino-3-(4-methoxyphenyl)-1H-
pyrazole-5-carboxylate

A 3-necked 100-mL round-bottom flask fitted a nitrogen
inlet, magnetic stir bar, thermometer and condenser was
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charged with ethyl 4-amino-3-bromo-1H-pyrazole-5-car-
boxylate (600 mg, 2.56 mmol), 4-methoxyphenylboronic
acid (586 mg, 3.86 mmol), Pd(PPh,).(296 mg, 0.26 mmol),
K,PO, (1630 mg, 7.68 mmol), dioxane (50 mL), and water
(5 mL). The resulting solution was stirred overnight at 100°
C. 1n an o1l bath and then allowed to cool to 23° C. The
reaction was then quenched with water (20 mL) and the
product was extracted with ethyl acetate (5x30 mL). The
organic layers were combined and washed with brine (50
mlL), dried over anhydrous sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was puri-
fied by preparatory TLC eluting with ethyl acetate/petro-

leum ether (2:1 v/v) to aflord ethyl 4-amino-3-(4-methoxy-
phenyl)-1H-pyrazole-5-carboxylate (350 mg, 52%). LCMS

(ESI) m/z 262 [M+H].

Step 2. ethyl 4-(ethoxymethyleneamino)-3-(4-
methoxyphenyl)-1H-pyrazole-3-carboxylate

A 100-mL 3-necked round-bottom flask fitted a mitrogen
inlet, magnetic stir bar, thermometer and condenser was
charged with ethyl 4-amino-3-(4-methoxyphenyl)-1H-pyra-
zole-5-carboxylate (Step 1, 100 mg, 0.38 mmol), TsOH (5
mg, 0.03 mmol), and (C,H50),CH (20 mL). The solution
was stirred for 2 h at 90° C. 1n an o1l bath and cooled to 23°
C. The reaction was quenched with water (20 mL) and the
product was extracted with ethyl acetate (5x30 mL). The
combined organic layers were then washed with brine (30
mlL). The organic phase was dried over anhydrous sodium
sulfate, filtered, and concentrated under reduced pressure.
The resulting mixture was concentrated under reduced pres-
sure to give ethyl 4-(ethoxymethyleneamino)-3-(4-
methoxyphenyl)-1H-pyrazole-5-carboxylate (Intermediate
2-22, 120 mg, 99%) used without further purification.
LCMS (ESI) m/z 318 [M+H].

TABLE 6

The Intermediate in Table 6 was synthesized according
to the procedure described 1n Example 10 above.

LCMS: (ESI)
Intermediate No.: Precursor used m/z [M + H]
Intermediate 2-23. ethyl 4-amino-3- 288

ethyl (E)-4-((ethoxymethylene)
amino)-3-phenyl-1H-pyrazole-
S-carboxylate

bromo-1H-pyrazole-
5-carboxylate

Methods for the Synthesis of Compounds of Formula (I)
Method A

FExample 11: 6-((1-(4-Fluorobenzoyl)-4-hydroxypip-
eridin-4-yl)methyl)-3-phenylisothiazolo[4,5-d]py-
rimidin-7(6H)-one (I-1)

Intermediate 2-7
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-continued
OH
NBoc otep 2
-
OH
NH TFA Step3
-
OH

G I3
gove
O

I-1

Step 1. tert-Butyl 4-hydroxy-4-((7-oxo0-3-phenyliso-
thiazolo[4,5-d]pyrimidin-6(7H)-yl)methyl) piperi-
dine-1-carboxylate

3-Phenylisothiazolo[4,5-d|pyrimidin-7(6H)-one  (Inter-
mediate 2-7, 100 mg, 0.44 mmol), cesium carbonate (213
mg, 0.65 mmol), DMF (10 mL), and tert-butyl 1-oxa-6-

azaspiro[2.5]octane-6-carboxylate (140 mg, 0.65 mmol)
were added to a 100-mL round-bottom flask fitted waith
magnetic stir bar, condenser and thermometer. The resulting
mixture was stirred for 3 h at 80° C. The reaction was
quenched by the addition of water (20 mL) and extracted
with dichloromethane (3x20 mL). The organic layers were
combined, dried over anhydrous sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was puri-
fied by column chromatography eluting with ethyl acetate/
petroleum ether (1:1 v/v) to afford tert-butyl 4-hydroxy-4-
(("7-ox0-3-phenylisothiazolo[4,5-d]pyrimidin-6(7H)-vyl)
methyl)piperidine-1-carboxylate (110 mg, 57%). LCMS:
(ESI) m/z 443 [M+H].

Step 2. 6-((4-Hydroxypiperidin-4-yl)methyl)-3-phe-
nylisothiazolo[4,5-d]pyrimidin-7(6H)-one trifluoro-
acetic acid salt

tert-Butyl 4-hydroxy-4-((7-oxo-3-phenylisothiazolo[4,5-
d]pyrimidin-6(7H)-yl) methyl)piperidine-1-carboxylate
(Step 1, 110 mg, 0.25 mmol), TFA (1 mL), and dichlo-
romethane (15 mL) were added to a 100-mL round-bottom
flask fitted with magnetic stir bar. The resulting solution was
stirred for 2 h at room temperature and then concentrated
under reduced pressure to atlord 6-((4-hydroxypiperidin-4-
yDmethyl)-3-phenylisothiazolo[4,5-d]Jpyrimidin-7(6H)-one
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trifluoroacetic acid salt which was used without further
purification. LCMS: (ESI) m/z 343 [M+H].

Step 3. 6-((1-(4-Fluorobenzoyl)-4-hydroxypiperidin-
4-yl)methyl)-3-phenylisothiazolo[4,5-d]pyrimidin-7
(6H)-one

6-((4-Hydroxypiperidin-4-yl)methyl)-3-phenylisothi-
azolo[4,5-d]pyrimidin-7(6H)-one trifluoroacetic acid salt
(Step 2), HATU (156 mg, 0.41 mmol), DIPEA (106 mg),
dichloromethane (10 mL), and 4-fluorobenzoic acid (57 mg,
0.41 mmol) were added to a 100-mL round-bottom flask
fitted with magnetic stir bar. The resulting solution was
stirred for 2 h at room temperature, diluted with water (30
ml.), and then extracted with ethyl acetate (3x30 mL). The
combined organic phases were dried over anhydrous sodium
sulfate, filtered, and concentrated under reduced pressure.
The residue was punified by preparative HPLC to aflord
6-((1-(4-fluorobenzoyl)-4-hydroxypiperidin-4-yl)methyl )-
3-phenylisothiazolo[4,5-d]pyrimidin-7(6H)-one (I-1).
LCMS: (ESI) m/z 465.19 [M+H]. '"H NMR (400 MHz,
dmso-d,) 0 8.47-8.42 (m, 3H), 7.60-7.54 (m, 3H), 7.49-7.477
(m, 2H), 7.29-7.25 (m, 2H), 5.07 (s, 1H), 4.28-4.13 (m, 3H),
3.45-3.06 (m, 3H), 1.75-1.31 (m, 4H) ppm. HPLC Column:
Waters XBridge BEH Shield RP18 OBD Prep Column, 130
A, 5 m, 19 mmx150 mm. Mobile phase A: 0.05% aqueous
ammonium bicarbonate/Mobile phase B: acetonitrile. Gra-
dient: 3.5% B to 8.2% B over 8 min.
Method B

Example 12: 6-((4-Hydroxy-1-(4-methoxybenzoyl)
piperidin-4-yl)methyl)-3-phenylisothiazolo[4,5-d
pyrimidin-7(6H)-one (I-8)

[-8

OH
N/\b \H/C/ RN
P P
N
O

3-Phenylisothiazolo[4,5-d]pyrimidin-7(6H)-one  (Inter-
mediate 2-7, 50 mg, 0.22 mmol), cesium carbonate (2135 mg,
0.66 mmol), DMF (10 mL), and (4-methoxyphenyl)(1-oxa-
6-azaspiro[2.5]octan-6-yl)methanone (Intermediate 2-1, 65
mg, 0.26 mmol) were added to a 100-mL round-bottom tlask
fitted with magnetic stir bar, condenser, and thermometer.
The resulting mixture was stirred for 2.5 h at 80° C. The
reaction was quenched by the addition of water (20 mL) and
extracted with ethyl acetate (4x20 mL). The organic layers
were combined, dried with sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was puri-
fied by preparative HPLC to aflord 6-((4-hydroxy-1-(4-
methoxybenzoyl)piperidin-4-yl)methyl)-3-phenylisothi-
azolo[4,5-d]pyrimidin-7(6H)-one (I-2). LCMS: (ESI) m/z
477.27 [M+H]. '"H NMR (300 MHz, DMSO-d,.) 8 8.47-8.42
(m, 3H), 7.58-7.56 (m, 3H), 7.36 (d, J=8.7 Hz, 2H), 6.98 (d,
J=8.4 Hz, 2H), 5.05 (s, 1H), 4.13 (s, 2H), 3.79 (s, 3H),
3.30-3.21 (i, 4H), 1.69-1.49 (m, 4H) ppm. HPLC Column:
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Waters XBridge BEH C18 OBD Prep Column, 130 A, 5 um,
19 mmx150 mm. Mobile phase A: 0.05% aqueous ammo-

nium bicarbonate/Mobile phase B: acetonitrile. Gradient:
10% B to 22% B over 7 min. Detector: 220 and 254 nm.
Method C

Example 13: (R)-3-((4-Hydroxy-1-(3-phenylbu-
tanoyl)piperidin-4-yl)methyl)-3,5-dihydro-4H-pyr-
rolo[3,2-d]pyrimidin-4-one (I-28)

\

Intermediate 2-15

[-28

Step 1

Step 1. (R)-3-((4-hydroxy-1-(3-phenylbutanoyl)
piperidin-4-yl)methyl)-3,5-dihydro-4H-pyrrolo[3,2-
d]pyrimidin-4-one

(R)-35-Allyl-3-((4-hydroxy-1-(3-phenylbutanoyl)piperi-
din-4-yl)methyl)-3,5-dihydro-4H-pyrrolo[3,2-dpyrimidin-
4-one (Intermediate 2-15, 100 mg, 0.23 mmol), chlorotris
(triphenylphosphine) rhodium (I) (30 mg, 0.03 mmol), 1,4-
diazabicyclo[2.2.2]octane (15 mg, 0.14 mmol), (15 mg), and

cthanol (50 mL) were added to a 100-mL 3-necked round-

bottom flask fitted with a nitrogen inlet, magnetic stir bar,
condenser and thermometer. The resulting solution was

stirred for 16 h at 90° C. Water (20 mL) was then added at

room temperature and the resulting solution was extracted
with ethyl acetate (5x20 mlL). The organic layers were

combined, dried over anhydrous sodium sulfate, filtered, and
concentrated under reduced pressure. The residue was {first
purified by preparative TLC eluting with methanol/dichlo-
romethane (1:10 v/v) and then further purified by prepara-
tive HPLC to aflord (R)-3-((4-hydroxy-1-(3-phenylbu-
tanoyl)piperidin-4-yl)methyl)-3,5-dihydro-4H-pyrrolo[3,2-
d]pyrimidin-4-one (I-28, 2.8 mg, 3%). LCMS: (ESI) m/z
395.17 [M+H]. "H NMR (300 MHz, CDCl,) 8 9.75 (s, 1H),
7.712-7.92 (m, 1H), 7.26-7.41 (m, 4H), 7.12-7.23 (m, 2H),
6.60 (s, 1H), 4.30-4.50 (m, 1H), 3.80-4.20 (m, 3H), 3.50-
3.70 (m, 1H), 3.10-3.50 (m, 2H), 2.80-3.10 (m, 1H), 2.30-
2.78 (m, 2H), 1.50-1.81 (m, 2H), 1.2-1.4 (m, 4H), 0.61-0.70
(m, 1H) ppm. HPLC Column: Waters Sunkire C18 OBD
Prep Column, 100 A, 5 rpm, 19 mmx100 mm. Mobile phase
A: 0.05% aqueous ammonium bicarbonate/Mobile phase B:
acetonitrile. Gradient: 55% B to 75% B over 7 min, then
100% B for 1 min, then 55% for 1.5 min. Detector: 220 and
254 nm.
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Method D

Example 14: 6-((1-Benzoyl-4-hydroxypiperidin-4-
yDmethyl)-3-phenyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one (1-29)

OH

Step 1
,) NHTFA Stepl

Intermediate 2-21

[-29

Step 1. 6-((1-Benzoyl-4-hydroxypiperidin-4-yl)
methyl)-3-phenyl-1,6-dihydro-7H-pyrazolo[4,3-d]
pyrimidin-7-one

6-((4-Hydroxypiperidin-4-yl)methyl)-3-phenyl-1,6-di1-
hydro-7H-pyrazolo[4,3-d|pyrimidin-7-one  trifluoroacetic

acid salt (Intermediate 2-21, 60 mg, 0.14 mmol), benzoic
acid (21 mg, 0.17 mmol), HATU (80 mg, 0.21 mmol),
DIPEA (55 mg, 0.43 mmol), and dichloromethane (30 mL)
were added to a 100-mL round-bottom flask fitted with a
magnetic stir bar. The resulting solution was stirred for 4 h
at room temperature. The reaction mixture was then
quenched by the addition of water (20 mL) and extracted
with dichloromethane (3x20 mlL). The combined organic
layers were dried over anhydrous sodium sulfate, filtered,
and concentrated under reduced pressure. The residue was
purified by preparative HPLC to aflord 6-((1-benzoyl-4-
hydroxypiperidin-4-yl)methyl)-3-phenyl-1,6-dihydro-7H-

pyrazolo[4,3-d]pyrimidin-7-one (I-29), (13 mg, 22%).
LCMS: (ESD) m/z 430.22 [M+H]. '"H NMR (300 Mz,
DMSO-d,) 0 13.63 (brs, 1H), 830 (s, 1H), 8.27 (s, 1H), 8.15
(s, 1H), 7.52-7.35 (m, 8H), 5.01 (s, 1H), 4.28-3.98 (m, 3H),
3.51-3.03 (m, 3H), 1.70-1.32 (m, 4H). HPLC Column:
Waters XBridge BEH Shield RP18 OBD Prep Column, 130
A, 5 pm, 19 mmx150 mm. Mobile phase A: 0.05% aqueous

ammonium bicarbonate/Mobile phase B: acetonitrile. Gra-
dient: 15% B to 52% B over 18 min. Detector: 220 and 254
nim.
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Method |

T

Example 15: 6-((1-(4-fluorobenzoyl)-4-hydroxypip-
eridin-4-yl)methyl)-3-(4-methoxyphenyl)-1H-pyra-
zolo[4,3-d]pyrimidin-7 (6H)-one (I-6)

HO
b

O
Intermediate 2-13
Step 1

OH

s

N

[-6

Step 1. 6-((1-(4-fluorobenzoyl)-4-hydroxypiperidin-
4-yDmethyl)-3-(4-methoxyphenyl)-1H-pyrazolo[4,3-
d]pyrimidin-7 (6H)-one

A 100-ml. 3-necked round-bottom flask fitted with a

magnetic stir bar, a thermometer and a condenser was
charged with ethyl 4-(ethoxymethyleneamino)-3-(4-
methoxyphenyl)-1H-pyrazole-3-carboxylate (Intermediate
2-22, 120 mg, 0.38 mmol), (4-(aminomethyl)-4-hydroxypi-
peridin-1-yl)(4-fluorophenyl)methanone (Intermediate 2-13,
95 mg, 0.38 mmol), and ethanol (30 mL). The solution was
heated to reflux for 16 h 1n an o1l bath and cooled to 23° C.

The mixture was concentrated under reduced pressure and
purified via preparatory TLC eluting with methanol/dichlo-
romethane (1:30 v/v). The mixture was further purified via
preparatory HPLC to provide 6-((1-(4-fluorobenzoyl)-4-hy-
droxypiperidin-4-yl)methyl)-3-(4-methoxyphenyl)-1H-

pyrazolo[4,3-d]pyrimidin-7(6H)-one (I-6), (12.5 mg, 7%).
'H NMR (300 MHz, DMSO-d,) & 1.33-1.74 (m, 4H),
2.96-3.26 (m, 3H), 3.81 (s, 3H), 3.96-4.30 (m, 3H), 5.01
(brs, 1H), 7.00-7.16 (m, 2H), 7.18-7.37 (m, 2H), 7.38-7.35
(m, 2H), 8.12 (s, 1H), 8.22 (d, J=7.8 Hz, 2H), 14.28 (brs, 1H)
ppm. LCMS (ESI) m/z 478 [M+H]. HPLC Column: X
Bridge Rp 18, 19x150 mm. Mobile phase A: 0.05% aqueous
ammonium carbonate/Mobile phase B: acetonitrile. Gradi-

ent;: 10% B to 65% B over 10 min. Detector: 220 and 254
nm.
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Method F

Example 16: 4-hydroxy-N,N-dimethyl-4-((7-0x0-3-
(4-(2-(piperidin-1-yl) ethylamino)phenyl)isothiazolo

5
[4,5-d]pyrimidin-6 (7H)-yl)methyl)piperidine-1-
carboxamide (I-26)
10
0 \
NH /N—Bmc
Step 1 =
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Intermediate 2-9
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-continued

OH

[-26

Step 1. tert-butyl 4-((3-(4-bromophenyl)-7-oxo1sothiazolo
[4,5-d]pyrimidin-6(7H)-y1) methyl)-4-hydroxypiperidine-1-
carboxylate

A 250-mL round-bottom flask fitted with a magnetic stir
bar, a thermometer and a condenser was charged with
3-(4-bromophenyl)isothiazolo[4,5-d]pyrimidin-7(6H)-one
(Intermediate 2-9, 1.5 g, 4.87 mmol), DMF (40 mL), 6-tert-
butyl-1,6[3]-dioxa-8-azaspiro[2.7]decan-7-one (1.25 g, 5.83
mmol), and cestum carbonate (4.78 g, 14.67 mmol). The
reaction mixture was stirred for 16 h at 80° C. 1n an o1l bath
and then cooled to 23° C. The reaction was quenched with
water (50 mL) and the product was extracted with tert-butyl
methyl ether (3x30 mL). The combined organic layers were
dried over anhydrous sodium sulfate, filtered, and concen-
trated under reduced pressure. The residue was purified by

silica gel column chromatography eluting with ethyl acetate/
petroleum ether (2:1 v/v) to aflord tert-butyl 4-((3-(4-bro-
mophenyl)-7-oxoisothiazolo[4,5-d|pyrimidin-6(7H)-yl1)
methyl)-4-hydroxypiperidine-1-carboxylate (1 g, 39%).
LCMS (ESI) m/z 523 [M+H].

Step 2. 3-(4-bromophenyl)-6-((4-hydroxypiperidin-
4-yD)methyl)isothiazolo[4,5-d|pyrimidin-7 (6H)-one

A 350-mL round-bottom flask fitted with a magnetic stir
bar was charged with tert-butyl4-((3-(4-bromophenyl)-7-
oxo1sothiazolo[4,5-d|pyrimidin-6(7H)-yl)methyl)-4-hy-
droxypiperidine-1-carboxylate (Step 1, 400 mg, 0.77 mmol),
TFA (2 mL), and dichloromethane (30 mL). The resulting
solution was stirred for 1 h at 23° C. The resulting mixture
was then concentrated under reduced pressure to provide
3-(4-bromophenyl)-6-((4-hydroxypiperidin-4-yl)methyl)
1sothiazolo[4,5-d]pyrimidin-7 (6H)-one, trifluoroacetic acid
salt (420 mg, >95%) as a yellow solid used without further
purification. LCMS (ESI) m/z 421 [M+H].

Step 3. 4-((3-(4-bromophenyl)-7-oxoisothiazolo[4,5-
d]pyrimidin-6 (7H)-yl)methyl)-4-hydroxy-N,N-dim-
cthylpiperidine-1-carboxamide

A 100-mL round-bottom flask fitted with a nitrogen inlet,
a magnetic stir bar and a thermometer was charged with
3-(4-bromophenyl)-6-((4-hydroxypiperidin-4-yl)methyl)
1sothiazolo[4,5-d]pyrimidin-7(6H)-one, trifluoroacetic acid
salt (Step 2, 400 mg, 3.72 mmol), dichloromethane (30 mL),
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and triethylamine (196 mg, 1.92 mmol). A solution of

N,N-dimethylcarbamoyl chloride (140 mg, 0.28 mmol) in
dichloromethane (10 mL) was then added dropwise at 0° C.
and the resulting mixture was stirred for 1 h. The reaction
was then quenched with water (20 mL) and washed with
cthyl acetate (5x20 mL). The combined organic layers were
dried over anhydrous sodium sulfate, filtered, and concen-
trated under reduced pressure. The residue was purified by
column chromatography eluting with dichloromethane/
methanol (20:1 v/v) to give 4-((3-(4-bromophenyl)-7-0x-
o1sothiazolo[4,35-d]pyrimidin-6 (7H)-yl)methyl)-4-hydroxy-
N,N-dimethyl-piperidine-1-carboxamide (200 mg, 48%)
and used in the next step without further purification.
LCMS: (ESI) m/z 492 [M+H].

Step 4. 4-hydroxy-N,N-dimethyl-4-((7-0x0-3-(4-(2-

(piperidin-1-yl)ethylamino) phenyl)isothiazolo[4,5-

d]pyrimidin-6 (7H)-yl)methyl)piperidine-1-carbox-
amide

A 5-mL microwave tube fitted with a magnetic stir bar
was charged with 4-((3-(4-bromophenyl)-7-oxoisothiazolo
[4,5-d]pyrimidin-6  (7H)-yl)methyl)-4-hydroxy-N,N-dim-
cthyl-piperidine-1-carboxamide (Step 3, 200 mg, 0.40
mmol), dioxane (3 mL), 2-(piperidin-1-yl)ethan-1-amine
(75 mg, 0.60 mmol), bis(dibenzylideneacetone)palladium
(50 mg, 0.04 mmol), 2-dicyclohexylphosphino-2',4',6'-tr1-
1sopropylbiphenyl (25 mg, 0.05 mmol), and cestum carbon-
ate (265 mg, 0.90 mmol). The reaction mixture was 1rradi-
ated with a microwave for 1 h at 120° C. After the mixture
was cooled to 23° C., the reaction was quenched with water
(20 mL). The product was extracted with ethyl acetate (5x20
mlL). The combined organic layers were dried over anhy-
drous sodium sulfate and concentrated under reduced pres-
sure. The residue was turther purified by preparative HPLC

to afford 4-hydroxy-N,N-dimethyl-4-((7-ox0-3-(4-(2-(pip-
eridin-1-yl)ethylamino )phenyl)isothiazolo[4,5-d]pyrimi-
din-6  (7H)-yl)methyl)piperidine-1-carboxamide (I1-26),
(10.5 mg, 5%) as a white solid. 'H NMR (400 MHz,
DMSO-d,) 0 1.33-1.42 (m, 4H), 1.48-1.64 (m, 6H), 2.35-
2.46 (m, 6H), 2.72 (s, 6H), 2.94-3.01 (m, 2H), 3.17-3.22 (m,
2H), 3.27-3.34 (m, 2H), 4.08 (s, 2H), 4.91 (brs, 1H), 6.02 (X,
I=5.4 Hz, 2H), 6.70 (d, J=8.8 Hz, 2H), 8.27 (d, J=8.8 Hz,
1H), 8.42 (s, 1H) ppm. LCMS (ESI) m/z 540 [M+H]. HPLC
Column: XBridge Prep C18, 5 um OBD, 19x130 mm.
Mobile phase A: 0.05% aqueous ammonium bicarbonate/
Mobile phase B: acetonitrile. Gradient: 10% B to 50% B
over 15 min. Flow rate: 20 mL/min. Detector: 220 and 254
nm

Me:[hod G

Example 17. 6-((1-(cyclopropanecarbonyl)-4-hy-
droxypiperidin-4-yl)methyl)-3-(3-(2-(2-oxoimidazo-
l1din-1-yl)ethoxy)phenyl)isothiazolo[4,5-d]|pyrimi-
din-7(6H)-one (I-27)

O
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-continued

OH
N
) NBoc

Step 2

o

Step 4
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Step 1. tert-butyl 4-hydroxy-4-((3-(3-methoxyphe-
nyl)-7-oxo1sothiazolo[4,5-d|pyrimidin-6(7H)-yl1)
methyl)piperidine-1-carboxylate

3-(3-methoxyphenyl)isothiazolo[4,5-d|pyrimidin-7(6H)-

one (Intermediate 2-10, 800 mg, 3.09 mmol), DMF (25 mL),
tert-butyl 1-oxa-6-azaspiro[2.5]octane-6-carboxylate (788
mg, 3.69 mmol), and cesium carbonate (3 g, 9.21 mmol)
were added to a 250-mL round-bottom flask fitted with a
magnetic stir bar and a condenser. The resulting solution was
stirred for 14 h at 90° C. 1n an o1l bath. The reaction was then
quenched by the addition of water (100 mL). The solids were
collected by filtration and the resulting mixture was con-
centrated under reduced pressure to aflord 3-(3-methoxy-
phenyl)isothiazolo[4,5-d]pyrimidin-7(6H)-one (850 mg,
60%) used 1n next step without further purification. LCMS
(ES) m/z 473 [M+H].

Step 2. 6-((4-hydroxy-1-(2,2,2-trifluoroacetyl)-114-
piperidin-4-yl)methyl)-3-(3-methoxyphenyl)isothi-
azolo[4,5-d]pyrimidin-7(6H)-one

tert-butyl 4-hydroxy-4-((3-(3-methoxyphenyl)-7-0x01s0-
thiazolo[4,5-d]pyrimidin-6(7H)-y])methyl)piperidine-1-car-
boxylate (Step 1, 850 mg, 1.80 mmol), dichloromethane (20
ml.), and trifluoroacetic acid (3 mlL) were added to a
100-mL round-bottom flask fitted with a magnetic stir bar.
The resulting solution was stirred for 3 h at 23° C. The
mixture was concentrated under reduced pressure to afford
6-((4-hydroxy-1-(2,2,2-trifluoroacetyl)-114-piperidin-4-y1)
methyl)-3-(3-methoxyphenyl )isothiazolo[4,5-d|pyrimidin-7
(6H)-one, trifluoroacetic acid salt (800 mg, 76%) used 1n
next step without further purification. LCMS (ES) m/z 373
|[M+H].

Step 3. 6-((1-(cyclopropanecarbonyl)-4-hydroxypip-
eridin-4-yl)methyl)-3-(3-methoxyphenyl)isothiazolo
[4,5-d]pyrimidin-7(6H)-one

6-((4-hydroxy-1-(2,2,2-trifluoroacetyl)-114-piperidin-4-
yDmethyl)-3-(3-methoxyphenyl)isothiazolo[4,5-d]pyrimi-
din-7(6H)-one, trifluoroacetic acid salt (Step 2, 800 mg, 1.64
mmol), DMF (30 mL), cyclopropanecarboxylic acid (180

mg, 2.09 mmol), HATU (950 mg, 2.50 mmol), and DIPEA
(700 mg, 5.42 mmol) were added to a 250-mL round-bottom
flask fitted with a magnetic stir bar. The resulting solution
was stirred for 1 h at 23° C. The reaction was quenched by
the addition of water (150 mL). The solids were removed by
filtration and the resulting mixture was concentrated under
reduced pressure to aftord 6-((1-(cyclopropanecarbonyl)-4-
hydroxypiperidin-4-yl)methyl)-3-(3-methoxyphenyl jisothi-
azolo[4,5-d]pyrimidin-7(6H)-one (790 mg) used 1n the next
step without further purification. LCMS (ES) m/z) 441
|[M+H].

Step 4. 6-((1-(cyclopropanecarbonyl)-4-hydroxypip-
eridin-4-yl)methyl)-3-(3-hydroxyphenyl)isothiazolo
[4,5-d]pyrimidin-7(6H)-one

To a 250-mL 3-necked round-bottom flask purged and
maintained under an 1nert atmosphere of nitrogen and with
a magnetic stir bar was added 6-((1-(cyclopropanecarbo-
nyl)-4-hydroxypiperidin-4-yl)methyl)-3-(3-methoxyphenyl)
isothiazolo[4,5-d]pyrimidin-7(6H)-one (Step 3, 790 mg,
1.79 mmol) and dichloromethane (40 mL). A solution of
boron tribromide (4 g, 16 mmol) in dichloromethane (16
ml.) was then added at 0° C. The resulting solution was
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warmed to 23° C. and stirred for 16 h. The reaction was then
quenched with water (40 mL). The solids were removed by
filtration, and the solvents were removed under reduced
pressure to aflord 6-((1-(cyclopropanecarbonyl)-4-hy-
droxypiperidin-4-yl)methyl)-3-(3-hydroxyphenyl)  1sothi-
azolo[4,5-d]pyrimidin-7(6H)-one (500 mg, 66%) used with-
out further purification. LCMS (ESI) m/z 427 [M+H].

Step 5. 6-((1-(cyclopropanecarbonyl)-4-hydroxypip-
eridin-4-yl)methyl)-3-(3-(2-(2-oxoimidazolidin-1-yl)
cthoxy)phenyl)isothiazolo[4,5-d|pyrimidin-7(6H)-
one

To a 100-mL round-bottom flask purged and maintained
under an 1nert atmosphere of nitrogen and with a magnetic
stir bar was added 6-((1-(cyclopropanecarbonyl)-4-hy-
droxypiperidin-4-yl)methyl)-3-(3-hydroxyphenyl )isothi-
azolo[4,5-d]pyrimidin-7(6H)-one (Step 4, 150 mg, 0.35
mmol), tetrahydrofuran (25 mL), 1-(2-hydroxyethyl)imida-
zolidin-2-one (183 mg, 1.41 mmol, 4.00 equiv), and triph-
enylphosphine (369 mg, 1.41 mmol) followed by the slow
addition of DEAD (246 mg, 1.41 mmol, 4.02 equiv) 1n
tetrahydrofuran (1 mL) with stirring at 0° C. over 15 min.
The reaction was stirred for 16 h at 23° C. and then quenched
with methanol (20 mL). The solution was then concentrated
under reduced pressure and purified via silica gel column
chromatography eluting with dichloromethane/methanol
(20:1). The collected fractions were combined and concen-
trated under reduced pressure. The residue was further
purified by preparatory HPLC to atlord 6-((1-(cyclopropan-
ecarbonyl)-4-hydroxypiperidin-4-yl)methyl)-3-(3-(2-(2-0x-
ommidazolidin-1-yl)ethoxy)phenyl)isothiazolo[4,5-d]py-
rimidin-7(6H)-one (I-27), (8.6 mg, 5%). LCMS (ESI) m/z
539 [M+H]. 'H-NMR (400 MHz, DMSO-d,.) 8 8.49 (s, 1H),
8.06-8.02 (m, 2H), 7.51-7.47 (m, 1H), 7.16-7.13 (m, 1H),
6.39 (s, 1H), 5.04 (s, 1H), 4.17-4.00 (m, 6H), 3.50-3.45 (m,
4H), 3.40-3.33 (m, 1H), 3.25-3.22 (m, 2H), 2.98-2.96 (m,
1H), 1.99-1.96 (m, 1H), 1.62-1.48 (m, 4H), 0.78-0.69 (m,
4H) ppm. HPLC Column: XBridge Prep C18 OBD Column,
S um, 19%x150 mm. Mobile phase A: 10 mmol aqueous
ammonium bicarbonate/Mobile Phase B: acetonitrile. Gra-

dient: 28% B over 14 min. Detector: 220 and 254 nm.
Biochemical Assays

Example 18: USP7 Assay a (Ubitquin-Rhodamine
110 Assay)

Each assay was performed in a final volume of 15 uL 1n
assay bufler containing 20 mM Trns-HCI (pH 8.0, (1M

Tris-HCI, pH 8.0 solution; Corning 46-031-CM)), 1 mM
GSH (L-Glutathione reduced; Sigma #G4251), 0.03% BGG
(0.22 uM filtered, Sigma, #G7516-25G), and 0.01% Triton
X-100 (Sigma, #19284-10L). Nanoliter quantities of either
an 8-point or 10-point, 3-fold senal dilution in DMSO was
pre-dispensed into assay plates (Perkin Elmer, ProxiPlate-
384 F Plus, #6008269) for a final test concentration range of
either 25 uM to 11 nM or 25 uM to 1.3 nM, respectively. The
final concentration of the enzyme (USP7, construct USP7
(208-1102) 6*His, Viva Biotech) in the assay was 62.5 pM.
Final substrate (Ub-Rh110; Ubiquitin-Rhodamine 110,
R&D Systems #U-5535) concentration was 25 nM with
[Ub-Rh110]<<Km. 5 ulL of 2x enzyme was added to the
assay plates (pre-stamped with compound) and preincubated
with USP7 for 30 min. 5 ul of 2xUb-Rh110 was then added
to assay plates. Plates were incubated stacked for 20 min at
room temperature before 5 ul of stop solution (final con-
centration of 10 mM citric acid 1 assay bufler (Sigma,
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#251275-500G)). Fluorescence was read on the Envision
(Excitation at 485 nm and Emission at 535 nm; Perkin

Elmer) or on the PheraSTAR (Excitation at 485 nm and
Emission at 535 nm; BMG Labtech).

Example 19: USP7 Assay B (Ubitquin-Rhodamine
110 Assay)

Each assay was performed 1n a final volume of 20 uL in
assay buller containing 20 mM Tns-HCl (pH 8.0, (1M

Tris-HCI, pH 8.0 solution; Corning 46-031-CM)), 2 mM
CaCl, (1M calcium chloride solution; Sigma #21114), 1 mM
GSH (L-Glutathione reduced; Sigma #G4251), 0.01% Pri-

onex (0.22 uM filtered, Sigma #G-0411), and 0.01% Trnton
X-100. Stock compound solutions were stored at —=20° C. as
10 mM 1n DMSO. Up to 1 month prior to the assay, 2 mM
test compounds were pre-dispensed 1nto assay plates (Black,
low volume; Corming #3820) and frozen at -20° C. Pre-
stamped assay plates were allowed to warm to room tem-
perature on the day of the assay. For the screen, 100 nLL of
2 mM was pre-dispensed for a final screening concentration
of 10 uM (DMSO,.,=0.5%). For follow-up studies, 250 nL
of an 8-point, 3-fold serial dilution n DMSO was pre-
dispensed 1nto assay plates for a final test concentration of
25 uM-11 nM (1.25¢ % DMSO final concentration). Unless
otherwise indicated, all follow-up assays were run on triple-
cate plates. Enzyme (USP7, construct Met (208-1102)-TEV-
6*His; Viva Q93009-1) concentration and incubation times
were optimized for the maximal signal-to-background while
maintaining 1initial velocity conditions at a fixed substrate
concentration. The final concentration of the enzyme 1n the
assay was etther 75 pM or 250 pM. Final substrate (Ub-
Rh110; Ubiquitin-Rhodamine 110, R&D Systems (bio-
techne)#U-555) concentration was 25 nM with [Ub-Rh110]
<<Km. Compounds were either not preincubated or
preincubated with USP7 between 30 to 120 min prior to the
addition of 10 uL of 2xUb-Rhl110 to compound plates.
Plates were incubated stacked for either 23 or 45 min at
room temperature before fluorescence was read on the

Envision (Excitation at 485 nm and Emission at 535 nm;
Perkin Elmer) or on the PheraSTAR (Excitation at 485 nm

and Emission at 535 nm; BMG Labtech).
Data from USP’7 Assays A and B were reported as percent

inhibition (1inh) compared with control wells based on the
following equation: % mh=1-((FLU-Ave, )V (Avey, ;-
Ave, 1)) where FLU=measured Fluorescence,
Ave, =average Fluorescence of no enzyme control (n=16),
and Ave,, ,=average Fluorescence of DMSO control
(n=16). 1C., values were determined by curve fitting of the
standard 4 parameter logistic fitting algorithm included 1n
the Activity Base software package: IDBS XE Designer
Model205. Data was fitted using the Levenburg Marquardt

algonithm. IC., data from USP7 Assays A-B for the com-
pounds of the disclosure are shown below 1n Table 7.

TABLE 7

USP7 activity of compounds of the disclosure in USP7 assay A
and B. ++++ indicates an 1Cs, of less than about 0.5 pM,
+++ 1ndicates an ICs, between about 0.5 uM and about
1 uM, ++ indicates an ICs, between about 1 pM and
about 10 uM, and + indicates an IC<, greater than 10 uM.

LCMS:
(ESI) HPLC
Compound Intermediate m/z retention
No.: Method In Synthesis [M+1] time/min USP7__IC50
I-1 A 27 465.19 1.71 +
I[-2 B 22,25 495.28 1.46 ++
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TABLE 7-continued

USP7 activity of compounds of the disclosure in USP7 assay A
and B. ++++ indicates an ICs, of less than about 0.5 uM,
+++ 1ndicates an IC5, between about 0.5 uM and about

1 uM, ++ indicates an ICg, between about 1 uM and
about 10 pM. and + indicates an ICs, greater than 10 uM.
LCMS:
(ESI) HPLC
Compound Intermediate m/z retention
No.: Method In Synthesis [M+1] time/min USP7__IC50
I-3 B 24, 2-1 495.28 1.49 ++
[-4 B 2-11, 2-2 495.25 1.15 ++
[-3 B 22, 2-19 466 2.87 +++
I-6 E  2-22,2-13 478 1.17 ++++
[-7 E  2-23, 2-14 460 1.05 ++
[-8 B 2-7,2-1 477.27 1.43 ++
[-9 B 2-2,2-6 525 3.03 +
I-10 A 2-16, 2-4 564 0.839 +
I-11 A 27 489.2 1.66 +++
I-12 A 27 489.2 15 ++++
[-13 A 27 489.2 21.2 ++
[-14 A 27 479.2 1.38 ++
[-15 A 27 479.2 441 ++
I-16 A 27 479.2 5.77 ++
I-17 A 2-7,2-17 525 3.05 ++
[-18 A 277, 2-17 525 14.41 +
I-19 A 2-7,2-17 525 11.59 +++
[-20 A 2-19 478 2.82 ++
[-21 A 2-20 490 2.46 +++
[-22 F o 2-8 516 1.01 ++
[-23 B 2-12,2-2 495 1.2 ++
[-24 B 2-12, 2-1 507 1.16 ++
[-25 A 24 485 1.56 +
[-26 F 29 540 1.38 ++
[-27 G, A 2-10 539 1.07 ++
[-28 Cc 2-15 395.17 0.91 ++++
[-29 D 2-21 430.22 1.39 +++
[-30 B 22,624 483.25 1.52 +
[-31 B 2-5, 2-1 507.34 1.43 ++
EQUIVALENTS
Those skilled in the art will recognize, or be able to

ascertain, using no more than routine experimentation,
numerous equivalents to the specific embodiments described
specifically herein. Such equivalents are intended to be
encompassed 1n the scope of the following claims.

The 1nvention claimed 1s:
1. A compound of Formula (I):

(D)

or a pharmaceutically acceptable salt,

wherein:

X, 1s C;

X, 18 S or NR,;

X5 15 N or CR,, wherein, one of X, or X, 1s N;

R, 1s OH;

R, 1s (C,-C,) alkyl, (C4-C, ) aryl, (C5-Cy) cycloalkyl, or
heterocycloalkyl, wherein the alkyl, aryl, cycloalkyl,
and heterocycloalkyl are optionally substituted with
one or more Rg;
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R, 1s (C,-C,) alkyl or (C.-C,,) aryl, wherein the aryl 1s
optionally substituted with one or more R, ,;

R. and R.. are independently H;

R, 1s H;

R, 1s H;

cach R, 1s independently (C,-C,) alkyl, halogen, —(C-
C,)-alkylene-aryl, —(C,-C,)-alkylene-heteroaryl,
—(C,-C,)-alkylene-O-heteroaryl, or —C(O)R,,,
wherein the alkyl, alkylene, aryl, and heteroaryl are
optionally substituted with one or more Ro;

each R, 1s independently (C,-C,) alkyl, halogen, or
—NR,;5(0),R>5;

cach R,, 1s independently (C,-C,,) aryl, heteroaryl,

O—(C,-Cy)cycloalkyl, or halogen, wherein the aryl

and cycloalkyl are optionally substituted with one or
more R ;;

cach R, ; 1s halogen;

cach R, 15 (C,-Cy) alkenyl;

each R,, and R, 1s independently H or (C,-C,) alkenyl;

m 1s O;

nis 1; and

q1s 2.

2. The compound of claim 1, wherein R, 1s (C.-C, ,) aryl,

optionally substituted with one or more R, ,.
3. The compound of claim 2, wheremn R, 1s (C,-C, ) aryl.
4. The compound of claim 3, wherein R, 1s heterocy-

cloalkyl, optionally substituted with one or more R..
5. The compound of claim 4, wherein R, 1s —C(O)R

and R, 1s (C,-C,) alkenyl.
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6. The compound of claim 2, wherein R, 1s halogen.

7. The compound of claim 6, wherein R, 1s (C,-C;) alkyl,
optionally substituted with one or more R,

8. The compound of claim 7, wherein each R, 1s 1nde-
pendently selected from heteroaryl and halogen, wherein
heteroaryl 1s substituted with one or more R,, and wherein
R, 1s halogen.

9. The compound of claim 6, wherein R, 1s (C,;-C,)
cycloalkyl, optionally substituted with one or more R..

10. The compound of claim 9, wherein Ry, 15 —O-
heteroaryl, wherein heteroaryl 1s substituted with one or
more R,, and wherein R, 1s (C,-C,) alkyl.

11. The compound of claim 2, wherein R, 1s —O—(C5;-
C,)cycloalkyl, optionally substituted with one or more R, 4,
and wherein R, ; 1s halogen.

12. The compound of claim 11, wherein R, 1s (C;-Cy)

cycloalkyl, optionally substituted with one or more R..

13. The compound of claim 12, wherein Ry 1s (C,-C,)
alkyl.

14. The compound of claim 1, wherein R, 1s (C,-C;)
alkyl.

15. The compound of claim 14, wheremn R, 1s (C,-C, )
aryl, optionally substituted with one or more R,.

16. The compound of claim 135, wherein:

Ry 1s (Ck-C,,) aryl, optionally substituted with one or

more R;

Ry 18 —NR,;5(0), R,

R,, 1s H; and

R,, 1s (C,-C,) alkenyl.

¥ ¥ H ¥ H
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